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Summary

Primary aldosteronism (PA) is the most common specifically treatable and potentially curable form of
hypertension. It accounts for at least 5% of hypertensive patients, with most patients being normokalaemic.

Approximately 30% have unilateral forms correctable by unilateral laparoscopic adrenalectomy, and 70%
have bilateral forms in which hypertension responds well to aldosterone antagonist medicines.

Optimal detection involves screening all hypertensive patients using the plasma aldosterone/renin ratio, after
controlling for factors (including medicines) that may confound results.

In patients with repeatedly elevated aldosterone/renin ratios, definitive confirmation or exclusion of diagnosis
is required.

Subtype differentiation for optimal treatment involves genetic testing for familial forms where suspected. If
genetic testing is not performed or negative, adrenal CT and adrenal venous sampling should be performed
to differentiate unilateral from bilateral forms.

Definition

In PA, aldosterone production exceeds the body's requirements and is relatively autonomous with regard
to its normal chronic regulator, the renin-angiotensin Il system.[1] [2] This results in excessive sodium
reabsorption via amiloride-sensitive epithelial sodium channels within the distal nephron, leading to
hypertension and suppression of renin-angiotensin Il. Urinary loss of potassium and hydrogen ions,
exchanged for sodium at the distal nephron, may result in hypokalaemia and metabolic alkalosis if severe
and prolonged.[1] [2]
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Epidemiology

For many years, primary aldosteronism (PA) was considered a rare (<1%) cause of hypertension and

not worth investigating as a potential cause unless hypokalaemia was present.[28] However, since 1992,
evidence has accumulated that PA is much more common than was previously thought, and that most
patients are normokalaemic.[28] [29] [30][31] Prevalence estimates vary considerably due to heterogeneity in
source and type of data and non-standardised confirmation tests.[32] In one UK study of patients with newly
diagnosed hypertension in the primary care setting, the prevalence of confirmed PA was 2.6%.[33] One study
of people with established hypertension in Italy had a prevalence of PA of 5.9%, with the prevalence varying
with the severity of hypertension (3.9% in stage 1 hypertension; 11.8% in stage 3 hypertension).[34]

At one Australian centre, adoption of a policy in 1991 to screen for PA by measuring the plasma aldosterone/
renin ratio in all patients referred with hypertension, and not just those with hypokalaemia, led to a 10-

fold increase in detection rate.[27] This was associated with a 4-fold increase in the rate of removal of
aldosterone-producing adenomas.[27] The series of patients with PA at this centre is increasing at a rate

of 50 to 90 patients per year. Only 22% of patients diagnosed since 1992 were hypokalaemic. The centre
reported an incidence of confirmed PA of 8.5% among 199 consecutive hypertensive normokalaemic referred
patients, and of 12% among 52 antihypertensive drug trial volunteers.[35] [36]

Since these initially reported findings, numerous other groups (spanning 6 continents and including the
Mayo Clinic) similarly reported PA to be a much more common cause of hypertension than was previously
suspected, with prevalence rates ranging from 3% to 32%, depending on the selectivity of hypertensive
patients studied and the diagnostic criteria employed.[29] [30] [31][37] [38] [39] [40][41] [42] In all of these
series, <50% of patients diagnosed with PA were hypokalaemic.

Aetiology

The aetiology of most forms of primary aldosteronism (PA) is unknown. The occurrence of PA within families
is in keeping with a genetic basis for at least some forms of this condition.[10] [41] [43] One dominantly
inherited and glucocorticoid-remediable variety of PA is familial hyperaldosteronism type | (FH-I). First
described in 1966, FH-1 is caused by a hybrid gene, which is composed of 11-beta-hydroxylase gene
(CYP11B1) sequences at its 5' end and aldosterone synthase gene (CYP11B2) sequences at its 3' end.[44]
[45]
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In 1991, a second familial variety of PA, familial hyperaldosteronism type Il (FH-II), was described that was
neither glucocorticoid-remediable nor associated with the hybrid gene.[12] [46] Although the term 'FH-

II' was originally used to describe familial forms of PA other than FH-I, this term has been reassigned to
familial PA caused by germline mutations within CLCN2 after the largest of the originally described families
(and several other probands with PA) was found to have a mutation in that gene.[17] Characteristic clinical
features of FH-II include early onset (<20 years of age) hypertension, a relatively mild form of PA in which
hypertension is usually readily controlled with medications that block aldosterone action, minimal if any
morphological abnormalities of the adrenal on imaging studies, and lack of responsiveness of aldosterone to
upright posture.

AHO3HL1

A family with early and severe PA, markedly elevated levels of 'hybrid steroids' (18-hydroxy- and 18-
oxocortisol), and marked zona fasciculata hyperplasia, first reported in 2008, and designated as having
familial hyperaldosteronism type Il (FH-111), was reported to have a germ-line mutation within KCNJ5
(encodes a potassium channel).[14] [15][47] Germ-line KCNJ5 mutations appear to be a rare cause of
bilateral PA and are associated with an early onset (<18 years of age) but with variable severity (from mild to
very florid PA) that is dependent on the type of mutation inherited.[16]

Germ-line mutations in CACNA1H (encodes a voltage-gated calcium channel) have also been identified

in a small number of individuals with onset of PA before 10 years of age.[48] In some of these individuals,
the mutation was inherited from a parent, giving rise to the term 'familial hyperaldosteronism type IV' to
describe PA resulting from germ-line CACNA1H mutations. Germ-line mutations in CACNA1D (also encodes
a voltage-gated calcium channel) were also found in two individuals with early onset PA (but as yet no known
affected relatives) who suffered from seizures and other neurological disorders.[49]

Families with PA of uncertain genetic aetiology have been reported to be at least 5 times more common than
FH-1.[23] Both aldosterone-producing adenoma and bilateral adrenal hyperplasia (BAH) are represented,
often within the same family.[13] [22] These patients are clinically, biochemically, and morphologically
indistinguishable from those with apparently sporadic PA, and responsible mutations may therefore underlie
the development of PA in other patients who lack a family history of this condition.[4] [13] [22] [23]

Somatic mutations in KCNJ5 were identified in 8 of 22 large, apparently sporadic aldosterone-producing
adenomas.[47] Other groups have reported somatic KCNJ5 mutations to be present in 30% to 40% of
aldosterone-producing adenomas removed from white patients and in >60% removed from patients from
Japan and China.[50] [51] [52] Somatic mutations have since been identified in ATP1A1 (encodes the a-
subunit of Na+/K+ ATPase), ATP2B3 (a Ca2+ ATPase calcium channel), and CACNA1D (encodes a voltage-
gated calcium channel) in much smaller proportions (5%, 2%, and 11% respectively) of APAs.[49] [53][54]

Studies involving immunohistochemical techniques have revealed the presence of abnormal foci of
CYP11B2-expressing cells, termed aldosterone-producing cell clusters (APCCs), within adrenal cortices,
which become more numerous with advancing age.[55] Concurrently, zona glomerulosa, typically continuous
in childhood and early adulthood, becomes increasingly disrupted and relatively suppressed in terms of
CYP11B2 expression. These observations support a potential pathophysiological mechanism (APCC
formation) underlying the apparent gradual development of autonomous aldosterone production with ageing
(as evidenced by rising ARR), and which may predispose to the development of frank PA, due either to
bilateral adrenal hyperplasia (BAH) or to aldosterone-producing adenoma (APA) (or both).
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Pathophysiology

In all forms of PA, aldosterone production is excessive to the body's requirements and relatively autonomous
with regard to its normal chronic regulator, the renin-angiotensin 1l system.[56] This results in excessive
sodium re-absorption through amiloride-sensitive epithelial sodium channels within the distal nephron,
leading to hypertension and suppression of renin-angiotensin Il. Urinary loss of potassium and hydrogen
ions, exchanged for sodium at the distal nephron, may result in hypokalaemia and metabolic alkalosis if
severe and prolonged enough. The exact causes of excessive, autonomous aldosterone production in
aldosterone-producing adenoma and bilateral adrenal hyperplasia are unknown, but genetic factors related
to adrenal cortical cellular growth regulation and/or steroid biosynthesis are likely to be involved. Abnormal
foci of CYP11B2-expressing cells, termed APCCs, have been detected within adrenal cortices and become
more numerous with advancing age.[55] Concurrently, renin becomes progressively suppressed, whereas
aldosterone does not but becomes less responsive to salt, suggesting that aldosterone production by

these APCCs may be constitutive and not responsive to renin. The clinical significance of these APCCs is
uncertain, and includes the possibilities that they represent a pathological basis for BAH, precursors of APAs,
or a new form of PA altogether.[57]

In FH-I, the causative hybrid gene encodes a hybrid enzyme of unique structure that synthesises aldosterone
but, unlike CYP11B2, is regulated by adrenocorticotrophic hormone (ACTH) and not by angiotensin Il.[45]
Aldosterone production in FH-I is therefore regulated by ACTH rather than by angiotensin Il, and can be
suppressed and managed by administering small doses of glucocorticoids such as dexamethasone.[44]

Mutations in KCNJ5 (which encodes an inwardly-rectifying potassium channel) lead to reduced potassium/
sodium channel selectivity and sodium influx, predisposing to cell membrane depolarisation, increased
calcium influx, increased expression of genes promoting aldosterone synthesis, and increased aldosterone
production by adrenocortical cells.[16] [47] Mutations in ATP1A1, ATP2B3, CACNA1H, and CACNA1D
also appear to share increased calcium influx as a common pathophysiological mechanism for increased
and autonomous production of aldosterone.[49] [53][54] Mutations in CLCN2 predispose to cell membrane
depolarisation and possibly also to increased calcium influx.[17] How these effects lead to adrenal cell
proliferation and tumour development remains uncertain.

Although morbidity in PA mainly results from hypertension, experimental, and clinical evidence strongly
suggests that aldosterone excess can bring about adverse cardiovascular sequelae (including remodelling
and fibrosis) independently of its hypertensive effects.[58] [59] In animal studies, both aldosterone excess
and a high salt intake appear to be necessary for induction of cardiac fibrosis,[58] and coronary vasculitis
has been observed to be an early manifestation.[60] These effects were preventable by the administration
of mineralocorticoid receptor antagonists.[58] [60] The doses of aldosterone used in experimental studies
have been very large, and the results of these studies may, therefore, have limited applicability to clinical
situations. Nevertheless, several groups have convincingly demonstrated abnormalities in cardiovascular
morphology or function in patients with PA that appear to be out of proportion to the elevation in BP.[59] [61]
[62] [63] [64] These have included:

Increased left ventricular mass index and reduced diastolic function, both of which markedly improved
following specific treatment of PA[59] [61]

Reduced myocardial perfusion at rest and during exercise[62] [63]

+ Increased myocardial backscatter (an echo marker of myocardial fibrosis)[64]

Increased proteinuria (as evidence of renal glomerular damage)[65]

» A greater incidence of cardiovascular events, which was reversed following specific surgical or medical
treatment.[66] [67]
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Evidence of left ventricular remodelling was also reported in individuals with genetically proven FH-1 who had
biochemical evidence of aldosterone excess but had not yet developed hypertension.[68]

Classification

Pathological classification[3] [4] [5]

+ Aldosterone-producing adenoma (APA): a benign adrenocortical tumour of at least 10 mm in diameter
autonomously producing aldosterone.

CIm
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Aldosterone-producing adenoma

APAs may be further sub-classified according to whether they are angiotensin-unresponsive (as in
the classic Conn’s tumour) or angiotensin-responsive, in which responsiveness is defined as a rise
in plasma aldosterone by at least 50% over basal during 2 or 3 hours of upright posture following
overnight recumbency or during an infusion of angiotensin Il.

* Aldosterone-producing nodule (APN): a benign adrenocortical lesion of less than 10 mm in diameter
autonomously producing aldosterone.

+ Aldosterone-producing adrenocortical carcinoma (APACC): a malignant adrenocortical tumour
autonomously producing aldosterone.

+ Other unilateral forms: one adrenal excessively and autonomously producing aldosterone, but with
no discrete tumour identified on pathological examination. Instead, the adrenal is shown to contain
either one or multiple aldosterone-producing micronodules (APM or MAPM) that stain positive for
CYP11B2 by immunohistochemistry but are not distinguishable from the surrounding cortex by
haematoxylin-eosin staining. More rarely, aldosterone-producing diffuse hyperplasia (APDH) shows a
broad continuous region of hyperplastic, CYP11B2-positive zona glomerulosa cells.

+ Bilateral forms: both adrenals affected by diffuse and/or nodular hyperplasia and excessively and
autonomously producing aldosterone; includes both non-glucocorticoid-remediable (idiopathic) and
glucocorticoid-remediable forms. Rarely, bilateral hyperplasia is macronodular with autonomous
secretion of cortisol more often than of aldosterone.

Functional (treatment-oriented) classification[6] [7] [8] [9] [10]
» Unilateral PA:

AHO3HL1
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* Includes APA, APN, APACC, and unilateral (or primary) adrenal hyperplasia.
+ Bilateral PA:

» Non-glucocorticoid-remediable: includes bilateral (idiopathic) adrenal hyperplasia which is rarely
macronodular (non-familial, familial hyperaldosteronism type I, and familial hyperaldosteronism
type 1ll) and bilateral APA.

+ Glucocorticoid-remediable (familial hyperaldosteronism type I).
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Familial classification[4] [10][11] [12] [13] [14] [15] [16] [17]

» Familial hyperaldosteronism type | (FH-I; glucocorticoid-remediable; associated with hybrid gene).

» Familial hyperaldosteronism type Il (FH-1I; non-glucocorticoid-remediable; associated with germ-line
mutations of CLCN2).

» Familial hyperaldosteronism type Ill (FH-11I; non-glucocorticoid-remediable; associated with germ-line
mutations of KCNJ5).

» Familial hyperaldosteronism type IV (FH-1V; non-glucocorticoid-remediable; associated with germ-line
mutations of CACNA1H).

» Apparently non-familial PA (without known affected relatives).

Case history

Case history #1

A 54-year-old man presents with a 10-year history of hypertension that has been difficult to control with
antihypertensive medicines. His symptoms include frequent headaches, nocturia (3-4 times per night),
and lethargy. He has no other medical conditions or past medical history. Apart from a blood pressure
(BP) of 160/96 mmHg, findings on physical examination are unremarkable. Plasma electrolytes are
normal.

Case history #2

A 28-year-old woman presents with a 2-year history of hypertension, associated with nocturia (4-5 times
per night), polyuria, palpitations, limb paraesthesias, lethargy, and generalised muscle weakness. There
is no other past medical history. Physical examination is unremarkable apart from a BP of 160/100 mmHg,
global hyporeflexia, and weak muscles. Plasma potassium is 2.2 mmol/L (2.2 mEg/L), bicarbonate is 34
mmol/L (34 mEq/L), and serum creatinine is normal.

Other presentations

Hypertension in primary aldosteronism (PA) may be mild or severe and is rarely malignant.[18] BP levels
vary widely among patients with either aldosterone-producing adenoma or bilateral adrenal hyperplasia,
and cannot be used to distinguish these subtypes.[19] In familial hyperaldosteronism type | (FH-I),
hypertension is often delayed, especially in females, but can be of early onset and severe enough to
cause early death, usually from haemorrhagic stroke.[20] [21] Family screening in FH-I and families

with PA of uncertain genetic aetiology has revealed highly diverse phenotypes with some patients
normotensive, consistent with PA evolving through a pre-clinical phase.[4] [13] [21] [22] [23] [24] [25]
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Less than one quarter of patients diagnosed with PA and less than half of those with aldosterone-
producing adenoma are hypokalaemic.[26] [27] In these patients, PA is indistinguishable from essential
hypertension unless renin and aldosterone are measured. When hypokalaemia does occur, it may be
associated with nocturia, polyuria, muscle weakness, cramps, paraesthesias, and/or palpitations. Nocturia
is frequent even in the absence of hypokalaemia. Other common symptoms among either normokalaemic
or hyperaemic patients include headaches, lethargy, mood alterations (including irritability, anxiety,
or depression), and impaired mental concentration. During pregnancy, hypertension and symptoms
may improve. This is thought to be due to the anti-mineralocorticoid effects of high circulating levels of
placental progesterone, which antagonise aldosterone action at the mineralocorticoid receptor.

AHO3HL1
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Approach

The diagnosis of primary aldosteronism (PA) should be considered in all patients with hypertension,
regardless of severity and plasma potassium level. When present, symptoms suggestive of hypokalaemia
(such as muscle weakness, paraesthesias, muscle cramps, nocturia, polyuria, and palpitations) are highly
suggestive of PA. However, these symptoms are usually absent, as most patients are normokalaemic.[31]
Other symptoms or signs that may be present are usually non-specific and non-contributory to diagnosis.
These may include lethargy, difficulty concentrating, and mood disturbances such as irritability, anxiety, and
depression.

A critical component of the diagnostic work-up is careful discussion with the patient. Each phase of the
diagnostic process should be explained in detail to the patient before a decision is made whether to proceed
with it.

Screening

Because only a minority (approximately 20%) of patients with PA are hypokalaemic, measurement

of plasma potassium lacks sensitivity as a screening test. However, when hypokalaemia is present
(especially when not provoked by the use of diuretics), it serves as a valuable clue towards the presence
of this condition.

The aldosterone/renin ratio is the most reliable available screening test, being more specific than renin
measurement (levels of which are almost always suppressed) and more sensitive than plasma potassium
or aldosterone measurement.[10] [28] [41][70] The ratio becomes elevated before aldosterone or plasma
potassium leave their normal ranges.[6] [71] [72] However, false positives and negatives are possible.[10]
[28][73]

+ Dietary salt restriction, concomitant malignant or renovascular hypertension, pregnancy (in which
high levels of progesterone antagonise aldosterone action at the mineralocorticoid receptor), and
treatment with diuretics (including spironolactone), dihydropyridine calcium channel antagonists,
angiotensin-converting enzyme (ACE) inhibitors, or angiotensin receptor antagonists can all lead to
false-negative ratios by stimulation of renin secretion.[6] [71] [72][74] [75] [76][77] [78]

» Because potassium is a powerful chronic regulator of aldosterone secretion, hypokalaemia may
also be associated with false-negative ratios.[73]

+ Beta-blockers, alpha-methyldopa, clonidine, and non-steroidal anti-inflammatory drugs (NSAIDs)
can suppress renin levels and produce false-positives.[6] [10] [41][71] [74] [79]

+ False-positives can occur in premenopausal women during the luteal phase of the menstrual cycle,
and also in women receiving oestrogen-containing contraceptive agents or hormone replacement
therapy, but only when renin is measured as direct active renin concentration and not as plasma
renin activity.[80] [81] [82]

+ False-positives may also be seen in patients with impaired renal function (renin production is
reduced, whereas any associated hyperkalaemia tends to elevate aldosterone), in advancing
age (during which production of renin falls more quickly than that of aldosterone), and in familial
hyperkalaemic hypertension, also known as pseudohypoaldosteronism type Il or Gordon
syndrome.[10] [72] [83]

» Treatment with antidepressants of the selective serotonin reuptake inhibitor (SSRI) class lowers
the aldosterone/renin ratio, but whether they can cause false-negatives in patients with PA remains
uncertain.[84]
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Diuretics should be discontinued for at least 6 weeks and other interfering medicines for at least 2 (and
preferably 4) weeks before measuring the ratio, substituting other medicines that have a lesser effect on
results, such as verapamil slow-release (plus or minus hydralazine), prazosin, and moxonidine, in order
to maintain hypertension control.[71] [72] [85] In cases where a potentially interfering medicine cannot
be withdrawn, useful information can still be obtained by taking into account its known effects when
interpreting the ratio result. For example, an elevated ratio in patients receiving a diuretic, ACE inhibitor,
angiotensin receptor blocker, or dihydropyridine calcium blocker would make PA very likely, whereas a
normal ratio in the presence of beta-blocker treatment would make the diagnosis very unlikely.

Hypokalaemia should be corrected and the patient should be encouraged to follow a liberal salt diet
before ratio measurement. Because of the effects of posture and time of day, sensitivity of the ratio is
maximised by collecting blood mid-morning from seated patients who have been upright (sitting, standing,
or walking) for 2 to 4 hours.[71] [72]

The ratio should be regarded as a screening test only, and should be measured more than once (serially
if conditions of sampling, including medicines, are being altered) before deciding whether to go onto a
suppression test to definitively confirm or exclude the diagnosis.

Confirmation of diagnosis

Confirmatory testing is required before the diagnosis of PA can be definitively confirmed or excluded.[10]
[41] An oral sodium loading test or saline infusion test is recommended.[28] [70]

The oral sodium loading test can be performed at home, but not in the presence of severe hypertension,
hypokalaemia, kidney impairment, or cardiac arrhythmia.[86] Patients ingest >200 mmol/day sodium
(approximately 6 g/day) for 3 days.[28] Urinary aldosterone (along with urinary sodium) is measured in
a 24-hour urine collection beginning at 8 a.m. on the morning of day 3 to the morning of day 4.[28] [86]
Patients should receive adequate slow-release potassium chloride supplementation to maintain plasma
potassium in the normal range.

Saline infusion testing is performed in the hospital setting.[86] Two litres of saline is administered
intravenously over 4 hours, starting at 8 to 9:30 a.m.[28] Blood samples for renin and aldosterone are
drawn at time zero, and at the end of the 4-hour infusion. Patients should be seated during the 30-minute
period before saline infusion, and during the entirety of the infusion.[87]

Subtype differentiation

If the confirmatory test is positive, further investigations are directed towards determining the subtype
of PA (unilateral aldosteronism, mainly caused by aldosterone-producing adenoma; or bilateral adrenal
hyperplasia), as the treatment of first choice for each subtype differs.[28] Familial hyperaldosteronism
type | (FH-I) is rare, but important to diagnose as hypertension is readily controlled by treatment with
glucocorticoids.[11]

« If FH-1is suspected (for example, on the basis of early onset of PA or a family history of early onset
hypertension, PA, or stroke), genetic testing of peripheral blood for the hybrid gene should be
performed before going on to other tests aimed at subtype differentiation, as a positive genetic test
will make them superfluous. Because presence of the hybrid gene is diagnostic for FH-I, testing
for it has virtually supplanted the tedious and less reliable biochemical methods of diagnosing
this subtype (e.g., demonstration of marked, persistent suppression of plasma aldosterone during
several days of dexamethasone administration).[88] [89] [90] The great majority of patients with
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PA, however, will test negative for the hybrid gene, leaving the more difficult task of separating the
unilateral tumourous forms from varieties of bilateral adrenal hyperplasia (BAH). In patients with
early onset PA who test negative for the hybrid gene, consideration should be given for genetic
testing for mutations in CLCN2, KCNJ5, and CACNA1H for diagnosis of FH-II, FH-1II, and FH-IV
respectively.[41]

» Adrenal CT scanning is recommended in all patients to confirm subtype and exclude adrenocortical
carcinoma.[10] [28] [41] It is usually able to detect aldosterone-producing carcinomas because of
their relatively large size (usually >3 cm) but frequently misses aldosterone-producing adenomas
(which have an average size of approximately 1 cm).[9] CT may be misleading, as it cannot
distinguish aldosterone-producing adenomas from non-functioning nodules.[6] [27] [71] [91] [92]
Similar limitations apply to adrenal MRI.[93]

» Responsiveness of plasma aldosterone (defined as a rise of at least 50% over basal) during 2 or
3 hours of upright posture following overnight recumbency or during angiotensin Il infusion was
once considered specific for BAH among patients with PA.[94] [95] However, similar findings are
also observed in the angiotensin IlI-responsive variety of aldosterone-producing adenoma, which
accounts for over 50% of aldosterone-producing adenomas in some series.[4] [96] [97] Examination
of the aldosterone response to posture in patients with PA is nevertheless worthwhile, as its
absence narrows the diagnosis to angiotensin Il-unresponsive aldosterone-producing adenoma or
FH-I in most cases. Hybrid steroid levels (18-hydroxy- and 18-oxo-cortisol) are elevated in FH-I and
angiotensin ll-unresponsive aldosterone-producing adenoma, and are useful evidence suggesting
one or the other of these two conditions. However, they are not widely available, and because they
are normal in both BAH and angiotensin ll-responsive aldosterone-producing adenoma, they do not
distinguish unilateral from bilateral PA.[89] [96] [97]

For the above reasons, adrenal venous sampling (AVS) is the only dependable way to differentiate
bilateral from unilateral PA.[28] [71] [92] [98] [99] Some centres therefore recommend this procedure in all
patients with PA (other than those with FH-1).[100] Some guidelines suggest that AVS may be bypassed in
patients aged <35 years with unilateral adenoma before proceeding to unilateral adrenalectomy.[10] [28]
[41][101]



https://bestpractice.bmj.com

Ex: 23490

DDE: 21 Apr 1956
05 &gy 002

CT showing lesion in right adrenal gland in patient with right aldosterone-producing adenoma
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Computed tomography (CT) showing lesion in right adrenal gland in patient with bilateral adrenal hyperplasia

+ Nuclear imaging using positron emission tomography-computed tomography (PET-CT) with
labelled metomidate as a ligand of CYP11B1 and CYP11B2 has been proposed to be a
viable alternative to AVS, or as an adjunct to AVS in difficult cases.[102] [103] In this protocol
dexamethasone pre-treatment is used to suppress adrenocorticotropic hormone and CYP11B1
expression. The short half-life and lack of specificity for CYP11B2 of the currently used isotope
limits the widespread application and reliability of this technique, however, work is ongoing to find
alternatives.

History and exam

Key diagnostic factors
hypertension (common)

» Any degree of severity and duration. A family history of hypertension was once thought to make a
treatable cause less likely, but now, because of familial hyperaldosteronism type Il, it makes PA more
likely.

+ May be of early onset in familial hyperaldosteronism types I, Il, lll, and IV.[16] [17][20] [21] [47] [48]
[105]


https://bestpractice.bmj.com

presence of risk factors (uncommon)
+ Risk factors include: family history of primary aldosteronism and family history of early onset (e.g., <40
years) hypertension and/or stroke.
Other diagnostic factors
age 20 to 70 years (common)

» Most commonly occurs in adults aged 20 to 70 years, but occasionally diagnosed in children (familial
hyperaldosteronism types I, II, lll, and IV but rarely other forms) and older adults.[7] [104]

nocturia, polyuria (common)

» Whether or not hypokalaemic.[7]

lethargy (common)
* Whether or not hypokalaemic.

mood disturbance (irritability, anxiety, depression) (common)
» Whether or not hypokalaemic.

difficulty concentrating (common)
» Whether or not hypokalaemic.

paraesthesias, muscle cramps (uncommon)
+ If hypokalaemic.[56]

muscle weakness (uncommon)
+ If hypokalaemic.[56]

palpitations (uncommon)

+ If hypokalaemic.[56]

Risk factors

Strong
family history of PA

» There are at least 4 familial forms of primary aldosteronism (PA). An autosomal dominant pattern of
inheritance is seen in familial hyperaldosteronism type | (FH-I), familial hyperaldosteronism type Il (FH-
I), familial hyperaldosteronism type Il (FH-1I), and familial hyperaldosteronism type IV (FH-1V).[4] [13]
[22] [47] [48]

» FH-I, FH-II, FH-IIl, and FH-IV all appear to be rare (<1% of PA cases), but FH-1 is currently the most
commonly reported amongst these entities. The percentage of cases of familial hyperaldosteronism for
which the underlying genetic basis has yet to be elucidated is around 6%, but the precise prevalence
for each causative mutation will remain uncertain until these are identified, permitting genetic detection
of affected individuals.[69]
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» The fact that patients with familial hyperaldosteronism of indeterminate genetic origin are clinically
indistinguishable from those with apparently sporadic PA (which accounts for 5% to 10% of referred
hypertensive patients) raises the possibility that mutations underlying PA in these families may account
for a substantial proportion of PA cases in general.[4] [13] [22]

family history of early onset of hypertension and/or stroke

+ In familial hyperaldosteronism type | (FH-1), Il (FH-11), lIl (FH-IIl), and IV (FH-1V), hypertension can be
of early onset (e.g., <40 years of age) and in FH-1 FH-1Il may be severe enough to cause early stroke
(usually of the haemorrhagic variety).[17] [20] [21][47] [48]

» However, the prevalence of FH-1 to IV among patients presenting in this way, and among their
relatives, is unknown.
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Investigations

1st test to order

Test Result

plasma potassium

Plasma potassium is low in approximately 20% of patients with
primary aldosteronism.[31]

Precautions must be taken to avoid false elevations of potassium that
mask hypokalaemia. The following are recommended:[72]

Avoiding fist clenching and releasing the tourniquet after venipuncture

has been achieved.

Waiting for at least 10 seconds before gently withdrawing blood.
Using a syringe and needle rather than a Vacutainer, so that blood
can be withdrawn in a slow and careful manner, and then gently
discharged down the side of the opened sample tube.

Measuring potassium in plasma rather than serum.

Separating the plasma from the cells within 30 minutes of collection.

aldosterone/renin ratio

This is the most reliable available screening test.[10] [28] [41][70]
A grey zone exists in ratios between 20 and 35. Some regard a ratio

of >20 in combination with a plasma aldosterone concentration of >15

nanograms/dL as a positive screen.[39] This approach, however, will
miss some patients with primary aldosteronism (more than one third
in one series), including those with aldosterone-producing adenoma
(one-fifth) who have lower plasma aldosterone levels.[27]

Diuretics should be ceased for at least 6 weeks and other interfering
medicines for at least 2 (and preferably 4) weeks before measuring
the ratio, substituting other medicines that have a lesser effect on
results, such as verapamil slow-release (plus or minus hydralazine),
prazosin, and moxonidine, in order to maintain hypertension control.
(6] [71] [72] [85]

Hypokalaemia should be corrected and the patient should be
encouraged to follow a liberal salt diet before ratio measurement.
Because of the effects of posture and time of day, sensitivity of the
ratio is maximised by collecting blood mid-morning from seated
patients who have been upright (sitting, standing, or walking) for 2 to
4 hours.[6] [71][72]

The ratio should be regarded as a screening test only, and should
be measured more than once (serially if conditions of sampling,
including medicines, are being altered) before deciding whether to
go on to a suppression test to definitively confirm or exclude the
diagnosis.

Renin can be measured in terms of its enzymatic activity (plasma
renin activity, PRA) or its mass (direct active renin concentration,
DAR). PRA gives a better reflection of angiotensin Il levels, and

is less likely to give misleading results in the face of changes

in substrate (angiotensinogen) concentrations (e.g., due to

the menstrual cycle or due to treatment with female hormones

for contraceptive or postmenopausal hormone replacement
purposes).[80] [81] [106]

Automated immunometric assays for measuring DAR have been
widely adopted as they are faster and more convenient than PRA.
However, considerable work is required to validate and improve these

normal or low

ratio is alternatively
>70 for aldosterone
in picomol/L and
direct active renin
concentrationin
mU/L; ratio >20 for
plasma aldosterone
in nanograms/100 mL
(or nanogram/dL) and
plasma renin activity in
nanograms/mL/hour
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Test Result

methods to an acceptable standard. In the meantime, PRA remains
the preferred approach.

This PDF of the BMJ Best Practice topic is based on the web version that was last updated: May 09, 2025.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
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Other tests to consider

Result

oral salt loading test

+ Patients ingest >200 mmol/day sodium (approximately 6 g/day)
for 3 days.[28] Urinary aldosterone (along with urinary sodium) is
measured in a 24-hour urine collection beginning at 8 a.m. on the
morning of day 3 to the morning of day 4.[28] [86]

 Patients should receive adequate slow-release potassium chloride
supplementation to maintain plasma potassium in the normal range.

» Test may be performed at home, but not in the presence of severe
hypertension, hypokalaemia, kidney impairment, or cardiac
arrhythmia.[86] There are potential problems related to completeness
of urine collection and accuracy and interpretation of urinary
aldosterone measurements.[107]

saline infusion testing

» Performed in the hospital setting.[86] Two litres of saline is
administered intravenously over 4 hours, starting at 8 to 9:30 a.m.[28]

» Blood samples for renin and aldosterone (and cortisol and plasma
potassium) are drawn at time zero, and at the end of the 4-hour
infusion.

+ Patients should be seated during the 30-minute period before saline
infusion, and during the entirety of the infusion.[87]

genetic testing

» The genetic defect in familial hyperaldosteronism type | (FH-1) is
a 'hybrid gene'.[88] Testing was initially performed in specialised
genetic laboratories using a Southern blot.[45] A more rapid long-
PCR-based approach is now more widely available.[88]

+ In patients with early onset primary aldosteronism who test negative
for the hybrid gene, consideration should be given for genetic testing
for mutations in KCNJ5, CACNA1H, and CLCN2.

adrenal CT

+ Detects almost all aldosterone-producing adrenocortical carcinomas
(because of their usual large size), but misses approximately
50% of aldosterone-producing adenomas, and can be misleading
by demonstrating non-functioning nodules either in the gland
contralateral to one containing an aldosterone-producing adenoma or
in a patient with bilateral adrenal hyperplasia.[6] [71] [108]

+ Important for detecting adrenal lesions that warrant consideration
for removal based on their size alone (and hence their malignant
potential; e.g., those of at least 2.5 cm).

 Useful for localising adrenal veins, which facilitates successful
cannulation during subsequent adrenal venous sampling.[6] [98]

24-hour urinary
aldosterone level >12
micrograms/day makes
primary aldosteronism
highly likely

post-infusion plasma
aldosterone of >170 pmol/
L (>6 ng/dL) confirms
primary aldosteronism
(provided plasma cortisol
concentration is lower
than the value obtained
basally)

positive for hybrid gene in
patients with FH-I

detection of adrenal mass
lesion
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Computed tomography (CT) showing lesion in right adrenal
gland in patient with right aldosterone-producing adenoma

sys:nThl_och

Computed tomography (CT) showing lesion in right
adrenal gland in patient with bilateral adrenal hyperplasia
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Test Result

adrenal venous sampling

Adrenal venous sampling (AVS) by an experienced radiologist is
recommended when surgical treatment is feasible and desired by the
patient to differentiate unilateral from bilateral adrenal disease.[28]
[70] Some guidelines suggest that AVS may be bypassed in patients
aged <35 years with unilateral adenoma before proceeding to
unilateral adrenalectomy.[10] [28][41]

To avoid effects of posture and diurnal variation on steroid levels,
sampling should be performed in the morning after overnight
recumbency. Stress should be avoided and any venous cannulation
should be delayed until the start of the procedure.

An adrenal vein to peripheral vein or low IVC cortisol gradient of

at least 3.0 (at least 5.0 if adrenocorticotropic hormone stimulation

is used) indicates successful cannulation. Calculation of the
aldosterone/cortisol ratio for each adrenal and peripheral (or IVC)
venous sample corrects for differences in dilution of adrenal with non-
adrenal venous blood and is essential for interpretation.

If the aldosterone/cortisol ratio on one side is significantly higher

(>2 times higher) than the simultaneous peripheral venous ratio,
with a ratio no higher than peripheral on the other side, the study

is considered to show lateralisation, indicating that unilateral
adrenalectomy should cure or significantly improve the hypertension.
Aldosterone levels (uncorrected for cortisol) measured on the side of
the suppressed, normal gland are always higher than peripheral due
to effects of adrenocorticotropic hormone and potassium, and can
thereby give the mistaken impression of bilateral adrenal autonomous
aldosterone production.[6] [71] [98] [109]

In the uncommon circumstance that a patient with primary
aldosteronism is also suspected of having autonomous adrenal
cortisol overproduction based on overnight dexamethasone
suppression testing, consideration should be given to using
metadrenaline (rather than cortisol) to gauge success of adrenal
venous cannulation and to correct aldosterone levels for differences
in dilution of adrenal venous blood.[110]

Left CV PV Right CV PV
Aldosterone (ng%) 968 213 1496 214
Cortisol (pg%) 183 16.6 1120 16.5
AT ratio 5.3 1.3 1.3 1.3

Adrenaliperipheral cortizol gradients exceed 3.0 on bath sides,
confirming adeguate sampling of both adrenal veins. Adrenal venous
aldosterone/corisol ratios are significantly higher than peripheral an
the left but not the right side, consistent with lateralization of
aldosterone production to the left.

Adrenal venous sampling results from patient
with left aldosterone-producing adenoma

aldosterone production
lateralises to one adrenal
in unilateral forms (e.g.,
aldosterone-producing
adenoma (APA) or
carcinoma, unilateral
adrenal hyperplasia);
production is bilateral

in bilateral forms
(usually bilateral adrenal
hyperplasia but also
bilateral APAs)



https://bestpractice.bmj.com

Test Result
adrenal MRI detection of adrenal mass
* As with CT, can miss smaller aldosterone-producing adenomas and lesion
can be misleading by demonstrating non-functioning nodules either
in the gland contralateral to one containing an aldosterone-producing
adenoma or in a patient with bilateral adrenal hyperplasia.[93] [108]
cm
1 2 3 4 5
Aldosterone-producing adenoma
From the personal collection of Dr
Michael Stowasser; used with permission
posture stimulation testing plasma aldosterone

responsive (rises by at
least 50% over basal) in
angiotensin ll-responsive
aldosterone-producing
adenoma and in most
cases of bilateral
adrenal hyperplasia
(BAH); unresponsive

in angiotensin
ll-unresponsive
aldosterone-producing
adenoma, in familial
hyperaldosteronism type
I, and in some cases of
BAH

» Plasma aldosterone measured at 7 a.m. or 8 a.m. following overnight
recumbency and again at 10 a.m. after 2 to 3 hours of upright posture
(sitting, standing, or walking).[94] [96] [97]

angiotensin Il infusion testing plasma aldosterone
responsive (rises by at
least 50% over basal) in
angiotensin ll-responsive
aldosterone-producing
adenoma and in most
cases of bilateral
adrenal hyperplasia
(BAH); unresponsive

in angiotensin
ll-unresponsive
aldosterone-producing
adenoma, in familial
hyperaldosteronism type

» Plasma aldosterone is measured basally and 60 minutes after
commencement of an intravenous infusion of angiotensin Il, given
at a rate of 2 nanograms/kg/minute in the early morning following
overnight recumbency.[95] [96] [97]
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Test Result

24-hour urinary hybrid steroids (18-hydroxy- and 18-oxo-cortisol)
» Measured in specialised laboratories only.[96] [97] [111]

dexamethasone suppression testing

* Measure serum cortisol and adrenocorticotropic hormone (ACTH)
at 8 a.m. to 9 a.m. Repeat serum cortisol at 8 a.m. to 9 a.m. the
following day after administering dexamethasone at 11 p.m.

Emerging tests

11 C-Metomidate PET/CT

* Nuclear imaging using PET-CT with labelled metomidate as a ligand
of CYP11B1 and CYP11B2 has been proposed to be a viable
alternative to adrenal vein sampling, or as an adjunct to AVS in

difficult cases.[102] [103]

Result

I, and in some cases of
BAH

elevated in angiotensin
ll-unresponsive
aldosterone-producing
adenoma and familial
hyperaldosteronism type
I; normal in bilateral
adrenal hyperplasia

and in most cases of
angiotensin ll-responsive
aldosterone-producing
adenoma

failure of serum

cortisol to suppress

to <2 micrograms/100

mL, accompanied

by a low basal (pre-
dexamethasone) ACTH,
suggests concomitant
autonomous adrenal
overproduction of cortisol

detection of unilateral
isotope uptake in patients
with aldosterone-
producing adenoma
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Differentials

Condition Differentiating signs/ Differentiating tests

symptoms

Essential hypertension
(HTN)

Thiazide-induced
hypokalaemia in patient
with essential HTN

Renal artery stenosis

Liddle syndrome

Syndrome of apparent
mineralocorticoid excess

+ No differentiating signs or
symptoms.

+ History of use of thiazides.

» Known renal artery stenosis,

history of arterial disease
elsewhere, or risk factors
for atherosclerosis (e.g.,
smoking, diabetes mellitus,
and hyperlipidaemia).

» Family history of Liddle
syndrome.

» Usually presents in
childhood.

+ Family history of this
syndrome. Hereditary
form usually presents in
childhood.

+ History of excessive
consumption of liquorice,
which can lead to an
acquired form.

Aldosterone/renin ratio will
be normal if performed

off interfering medicines.
May be elevated if patient
receiving medicines (such
as beta-blockers) that cause
false positives, in which
case test should be repeated
after such medicines are
withdrawn for at least 2 (and
preferably 4) weeks.

A normal ratio in a patient
receiving medications

that can cause false
positives makes primary
aldosteronism (PA) highly
unlikely.

In a minority of cases of

PA, there is unprovoked
hypokalaemia.

Aldosterone/renin ratio

will be normal after
correcting hypokalaemia and
withdrawing thiazide for at
least 6 weeks.[72]

Aldosterone/renin ratio will
be normal or low.[72] [83]
Imaging studies will
demonstrate renal artery
stenosis.

Although patients are usually
hypokalaemic and have
suppressed renin levels,
aldosterone levels are also
low and the ratio usually is
normal.[72] [112]

Although patients are usually
hypokalaemic and have
suppressed renin levels,
aldosterone levels are also
low and the ratio usually

is normal. Urinary free
cortisol/cortisone ratio is
elevated.[72] [112]
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Condition

Differentiating signs /

Differentiating tests

Hypertensive forms
of congenital adrenal
hyperplasia

Primary glucocorticoid
resistance

Ectopic
adrenocorticotropic
hormone syndrome

symptoms

» Family history of congenital
adrenal hyperplasia due
to 11beta-hydroxylase
or 17alpha-hydroxylase
deficiency.

» Usually presents in
childhood.

+ History of either virilisation
(in the case of 11beta-
hydroxylase deficiency) or
feminisation (in the case
of 17alpha-hydroxylase
deficiency).

» Family history of this
syndrome (but can be
acquired).

* May be associated with
androgenisation.

* Clinical findings of
underlying tumour.

+ Clinical findings due to
raised cortisol levels
(Cushing syndrome)
including ecchymoses,
muscle weakness, and
diabetes mellitus.

Although patients are usually
hypokalaemic and have
suppressed renin levels,
aldosterone levels are also
low and the aldosterone/
renin ratio usually is normal.
. In 11beta-hydroxylase
deficiency, plasma cortisol
and corticosterone are
low, whereas basal or
adrenocorticotropic
hormone-stimulated levels of
deoxycorticosterone and 11-
deoxycortisol are elevated.
. In 17alpha-hydroxylase
deficiency, plasma
levels of 17alpha-
hydroxyprogesterone, 11-
deoxycortisol, and cortisol
are reduced, whereas
gonadotrophins (LH and
FSH) are increased.[72]
[112]

. Although patients are usually
hypokalaemic and have
suppressed renin levels,
aldosterone levels are also
low and the aldosterone/
renin ratio usually is normal.

. Associated with increased
adrenocorticotropic hormone
and cortisol levels, and
resistance of cortisol to
adrenal suppression by
dexamethasone, in the
absence of clinical stigmata
of Cushing syndrome.[72]
[112]

. Although patients are usually
hypokalaemic and have
suppressed renin levels,
aldosterone levels are also
low and the aldosterone/
renin ratio usually is normal.

. Evidence of underlying
tumour on imaging studies.
. Cortisol and

adrenocorticotropic hormone
levels elevated and non-
suppressible with high-dose
dexamethasone.[72] [112]
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Condition Differentiating signs/ Differentiating tests

SALL pto ms
Activating mutations of » Family history of this . Although patients are usually
the mineralocorticoid syndrome. hypokalaemic and have
receptor » Exacerbation of HTN suppressed renin levels,
and development of aldosterone levels are also
hypokalaemia during low and the aldosterone/
pregnancy. renin ratio usually is

normal.[72] [112]

Familial hyperkalaemic » Family history of this . Although renin levels are
hypertension syndrome but can be due to usually suppressed and
(pseudohypoaldosteronism de novo mutations. aldosterone/renin ratio is
type ll, Gordon syndrome) often elevated, plasma

potassium levels are
elevated.[72] [112]

Screening

Screening for PA in people with hypertension

primary aldosteronism (PA) is the most common specifically treatable and potentially curable form of
hypertension. It accounts for at least 5% of hypertensive patients, with most patients being normokalaemic.
Optimal detection involves screening all hypertensive patients using the plasma aldosterone/renin ratio, after
controlling for factors (including medicines) that may confound results. See Diagnostic approach .

Familial hyperaldosteronism type | (FH-I)

Screening should be offered to relatives (whether hypertensive or normotensive) of patients found to have
FH-I because:[22] [89]

* FH-I progresses through an asymptomatic (including normotensive) phase
* The implications of missing the diagnosis of this condition (which can lead to severe, resistant
hypertension and early death from hypertensive stroke) are considerable.
This is most effectively accomplished by genetic testing of peripheral blood DNA for the presence of the
causative hybrid gene.[22] [89] Being a dominantly inherited condition, family screening can lead to the
detection of large numbers of affected individuals who would then be candidates for close clinical monitoring
and more timely commencement of highly effective, specific medical treatment.[22] [89]

Familial hyperaldosteronism type Il (FH-II)

Screening should be offered to hypertensive relatives of patients with FH-II, and especially to those known
to have developed hypertension before the age of 18 years. This can be accomplished by direct sequencing
of peripheral blood DNA for the presence of the CLCN2 mutation found to be present in the proband.

Early detection facilitates early institution of effective, specific treatment with medicines that antagonise
aldosterone action.[17] [113]

Familial hyperaldosteronism type Il (FH-I11)

Screening should be offered to hypertensive relatives of patients with FH-IIl, and especially to those known
to have developed hypertension before the age of 18 years. This can be accomplished by direct sequencing
of peripheral blood DNA for the presence of the KCNJ5 mutation found to be present in the proband. Early
detection facilitates early institution of effective, specific treatment (either aldosterone antagonist medicines,
or, for those with severe forms, bilateral adrenalectomy).[16] [47]
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Familial hyperaldosteronism type IV (FH-1V)

Screening should be offered to hypertensive relatives of patients with FH-IV, and especially to those known
to have developed hypertension before the age of 18 years. This can be accomplished by direct sequencing
of peripheral blood DNA for the presence of the CACNA1H mutation found to be present in the proband.
Early detection facilitates early institution of effective, specific treatment (either aldosterone antagonist
medicines, or, for selected patients severe refractory disease, bilateral adrenalectomy).[37]

Familial hyperaldosteronism of unknown genetic aetiology

Screening should be offered to hypertensive relatives of patients with familial PA of unknown genetic
aetiology because PA in more than one member of a family is not uncommon. As no genetic test is available,
this is best done by aldosterone/renin ratio testing, performed according to the guidelines described in detail
in the Diagnostic Approach section, and, if negative, repeated at least once after a gap of at least a year, or if
plasma potassium falls or hypertension develops.
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Approach

Treatment decisions should not only take into account the results of adrenal venous sampling (AVS) and
other diagnostic procedures, but should also be tailored to the particular characteristics and wishes of the
individual patient.[6] [7] [10][28] Surgical treatment may therefore be inappropriate for some patients who
lateralise on AVS, for example due to comorbidities, and, conversely, may be a reasonable option in rare
patients with bilateral disease who do not, for example, tolerate medical treatment.

Careful discussion with the patient (and family, if appropriate) is a critical component of treatment. All
management options and their possible outcomes should be fully explored and explained before a treatment
is chosen.

Surgical treatment of PA

Approximately 30% of patients with primary aldosteronism (PA) who undergo AVS demonstrate clear
lateralisation, with definite aldosterone production by one adrenal and contralateral suppression of

the other.[6] [7] These patients are candidates for unilateral adrenalectomy, which results in cure of
hypertension in 50% to 60%, and significant improvement in the remainder.[70][114] [115] [116] Less
than 20% of patients require equivalent or increased medicine doses after surgery.[101] In order to
obtain optimal results from surgery, an essential prerequisite is to have performed suppression testing
and successful AVS, that is, all appropriate criteria have been met. Importantly, cure or improvement is
universally seen regardless of whether patients are hypokalaemic or normokalaemic preoperatively.[105]
Laparoscopic surgery enables a faster recovery and fewer complications than the open approach.[117]
These may include haemorrhage, wound infection, wound hernia, and DVT/pulmonary embolism, but
incidence rates are low.[117]

Surgery almost invariably results in correction of hypokalaemia if present preoperatively, and patients
consistently report a marked improvement in quality of life.[114] [115] [116]

Almost always, the entire adrenal is removed even when an apparent adenoma is seen on CT scanning
or on visualisation of the gland. This is because AVS as currently performed indicates only which adrenal
is at fault, and cannot establish whether the visualised nodule is actually an aldosterone-producing
adenoma. For example, it could be a non-secreting nodule that happens to be situated in the same gland
as a smaller, non-visualised, hyper-functioning one. A possible exception can be made in the patient who
presents with a recurrence of PA associated with a definite nodule on CT in the remaining adrenal some
years after unilateral adrenalectomy for aldosterone-producing adenoma. In this situation, an option is to
remove the nodule and preserve the residual adrenal tissue, provided it appears morphologically normal
and the blood supply can be preserved.[118] This may avoid the need for replacement steroid therapy, but
the patient should be warned that steroid cover may be required for any future operation or emergency,
especially if the remnant is small. This approach also carries the risk of permitting a further recurrence of
PA.

Immediately before surgery, potassium supplementation should be withdrawn, aldosterone antagonists
discontinued, and other antihypertensive therapy reduced, if appropriate.

Particularly in patients with lateralising PA whose hypertension has been severe and/or long-standing and
has caused significant hypertensive heart disease, preoperative treatment with an aldosterone antagonist
over a period of several months will usually improve cardiovascular function and general condition by
optimising hypertension control, repleting body potassium stores and antagonising other adverse effects
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of aldosterone excess, which will reduce operative risk.[6] [7] Furthermore, the perioperative period and
the postoperative recovery are smoother, with postoperative hypoaldosteronism (with hyperkalaemia) due
to continuing renin suppression being avoided. It could be argued that this approach would benefit all
patients coming to unilateral adrenalectomy for PA.

In the uncommon circumstance that a patient with unilateral PA is suspected of having concomitant
autonomous adrenal overproduction of cortisol, the need for steroid cover peri-operatively and for a
variable period following surgery should be anticipated.

In patients with bilateral forms of PA, rarely it may be appropriate to consider and carefully discuss with
the patient the option of unilateral adrenalectomy. For example, both spironolactone and, less commonly,
amiloride have sometimes been tolerated poorly even at low doses, or the dose of spironolactone
required to control hypertension has produced adverse effects such as painful gynaecomastia in males,
and mastalgia and menstrual disturbance in females. The appropriate action in this situation is to remove
the gland that has the higher aldosterone/cortisol ratio on AVS, or if both are equally affected, the larger
gland, which greatly reduces the dosage of aldosterone-blocking drug required for control.

If bilateral adrenal hyperplasia is disclosed by AVS but one adrenal contains a mass 2.5 cm or larger
(some centres use higher cutoffs of 3.0 cm or even 4.0 cm), the surgical option should also be considered
and discussed because of the risk of developing a malignancy.[6]

For rare patients with marked, bilateral adrenal hyperplasia and severe, bilateral PA (including those
with severe forms of FH-Ill), bilateral adrenalectomy (often in 2 stages, to gauge the effect of unilateral
adrenalectomy first) may be required to control hypertension and biochemical manifestations of PA.[16]
[47]

Successful removal of an aldosterone-producing adenoma during pregnancy has been rarely
reported.[119] Although case reports suggest the optimal time for surgery is during the middle trimester,
it is clearly preferable when possible to postpone surgery in patients found to have an aldosterone-
producing adenoma during pregnancy until after delivery. This, however, raises the question of possible
adverse effects of aldosterone-blocking drugs on the fetus. Fortunately, most or all of the adverse effects
of aldosterone excess on the mother can disappear during pregnancy, only to reappear postnatally.[77]
This is thought to be due to very high placentally derived progesterone levels blocking aldosterone action.

Postoperative treatment

Perioperative and postoperative fluids should be given as normal saline 1 litre every 12 hours or 8 hours.
All potassium replacement is withheld during the operation and in the first 24 hours postoperatively.
Potassium-sparing diuretics (such as spironolactone, eplerenone, and amiloride) should be withheld
peri-operatively. Other antihypertensives can generally be withheld while the situation is assessed and
only reintroduced if required. Sometimes, especially in young females, no further antihypertensives are
required after surgery, but more usually a gradual withdrawal of antihypertensive medications is possible
over the ensuing 3 to 12 months.[6]

Due to chronic suppression of renin-aldosterone and hence of aldosterone production by the contralateral
adrenal, there is a significant risk of hyperkalaemia once the overproducing adrenal has been removed.
Hypokalaemia observed in the immediate postoperative period is mainly due to the cessation of
potassium supplements and/or aldosterone antagonists immediately preoperatively, plus the perioperative
and postoperative administration of normal saline or other potassium-free fluids intravenously. However,
this is often transient and is improved or corrected once the patient starts eating. Plasma potassium levels
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should therefore be monitored at least twice daily for the first 2 days following unilateral adrenalectomy for
aldosterone-producing adenoma, and at least daily thereafter for another 3 days. Patients who have been
treated for several months preoperatively with aldosterone antagonist agents such as spironolactone or
amiloride usually demonstrate a smoother perioperative course, with BP levels that are easier to control
and a lower likelihood of developing either hypokalaemia or hyperkalaemia once medicines are withdrawn
postoperatively.

Postoperative testing (at 1-3 months) may be considered to assess for persisting autonomous aldosterone
production by the remaining adrenal. In one centre, all patients lateralising preoperatively on AVS showed
either biochemical cure of PA (70%) or significant improvement (30%) on postoperative fludrocortisone
suppression testing.[105] [115] Patients with residual hypertension and remaining unsuppressible
aldosterone production demonstrate excellent responses to small doses of amiloride or spironolactone.

Twenty percent of patients diagnosed with unilateral PA preoperatively show evidence of ongoing PA
after surgery. If residual hypertension is due to aldosterone excess, it may respond well to aldosterone
antagonist medication, but, because aldosterone levels have been reduced by surgery, caution is
required. As BP may continue to fall for months after surgery, especially in males, commencement of this
or non-specific medication is often deferred for several weeks after surgery.

Medical treatment of PA

Treatment with drugs that block aldosterone action is indicated in patients:[28] [70]

« with PA who do not lateralise aldosterone production to one side;

» who lateralise but prefer medical to surgical treatment, or

« who are not candidates for surgery.
Spironolactone has a steroidal structure and competitively inhibits aldosterone at its receptor. Amiloride
acts directly on the epithelial sodium channel where aldosterone exerts its effects.

Treatment with aldosterone antagonists usually brings about a relatively slow-onset marked improvement
in hypertension control and corrects hypokalaemia easily and swiftly in all but the severest cases of
PA.[27] [105] [120] [121] Potassium supplements should therefore be ceased or serially reduced based
on plasma potassium measurements when these drugs are commenced. There is also evidence that
spironolactone is able to ameliorate non-BP-dependent adverse cardiovascular and renal effects of
aldosterone excess.[58] [61] [122] [123] [124] Whether similar benefits are associated with amiloride
treatment remains uncertain.

The BP responses to medical treatment, however, are generally not as complete as those in lateralising
patients who undergo unilateral adrenalectomy, and improvements in quality of life are significant, but less
striking.[105]

In most patients, only modest doses of spironolactone or amiloride are required for optimal therapeutic
effect.[6] [7] Occasionally, with florid cases, spironolactone at higher doses may be necessary, but
dose-dependent adverse effects are then much more likely. Even at lower doses, adverse pro-

oestrogen effects by blocking androgen receptors (e.g., gynaecomastia and reduced libido, menstrual
irregularities, and aggravation of breast fibrocystic change) occur in approximately 10% of patients taking
spironolactone.[105] [121] Side-effects from amiloride are rare. Eplerenone, a more selective aldosterone
antagonist, appears to be relatively free of these adverse effects and has been shown to be effective

as an antihypertensive agent in essential hypertension and to reduce morbidity and mortality in patients
with heart failure post-MI.[125] [126] While one study has shown eplerenone to be at least as effective
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in controlling hypertension as spironolactone in patients with PA, another has reported a lesser degree
of efficacy.[127] [128] At present, recognised indications for use in different countries vary and in some
countries it is not approved for government-subsidised use in PA. Its use is then relatively expensive,
and in Australia many patients decline to use it on a long-term basis. This will presumably change when
its patent expires. It has been suggested that eplerenone be given to all hypertensive patients as an
alternative to screening for PA.[129] [130] However, this opinion is not based on experience treating PA
patients, and should not be seriously considered.

Eplerenone can be used in patients in whom spironolactone is poorly tolerated and where amiloride is
unable to achieve sufficient aldosterone blockade. As there can be causes other than aldosterone excess
contributing to failure of complete response of blood pressure to aldosterone blockade, an indicator

of adequacy of blockade is required. Provided that there are no medicines in use that influence the
aldosterone-renin ratio, and that the assays are sound, the normality of the ratio, which depends on renin
becoming unsuppressed, is the best guide to whether or not adequate blockade of aldosterone is being
achieved.

Since over-treatment with these anti-aldosterone agents can cause volume contraction with pre-renal
failure, elevated creatinine levels, and life-threatening hyperkalaemia, their use should always be
accompanied by regular close monitoring of potassium levels. Aldosterone antagonists must be used
with great caution in patients with any reduction in renal glomerular function, because of the increased
potential for hyperkalaemia. In such patients, concurrent administration of a potassium-wasting diuretic
in low dosage can be helpful to avoid hyperkalaemia, but potassium and creatinine levels should still be
carefully monitored.

Amiloride, spironolactone, and eplerenone have a slow onset of antihypertensive action. Patience is
therefore essential. Reduction in blood pressure after their commencement or increase in dose may not
be apparent for 2 weeks. It takes much longer, even months, before their full effect is seen. If necessary,
other antihypertensive agents with more rapid onset of action could be employed during this period, and
then later reduced or withdrawn.

Treatment for familial hyperaldosteronism type |

In familial hyperaldosteronism type | (FH-1), hypertension is readily controlled by giving glucocorticoids
in low doses.[131] [132] The hybrid gene that causes excessive aldosterone production is regulated
tightly by adrenocorticotrophic hormone (ACTH). By suppressing ACTH and hybrid gene expression,
glucocorticoids rapidly and effectively ameliorate hypertension.[13] [22][44] [45][131]

Complete suppression of ACTH-regulated aldosterone production is not usually necessary and raises

the risk of Cushingoid adverse effects.[132] A reasonable approach is to use the lowest dose of
glucocorticoid treatment required to maintain normotension (as assessed by clinic, home, and ambulatory
BP monitoring) and by periodic (e.g., yearly) echocardiographic assessments of left ventricular

mass index and diastolic function. Patients on long-term glucocorticoids should be monitored for the
development of glucocorticoid-induced osteoporosis by dual energy-ray absorptiometry (DXA) performed
every 1 to 2 years (and in children for slowing of height advancement). Because of the known adverse
effects of aldosterone which are independent of BP, it remains uncertain whether avoidance of left
ventricular hypertrophy, impaired diastolic function, and proteinuria during treatment with glucocorticoids
is sufficient to guarantee optimal treatment of FH-1 in comparison with aldosterone blockade.

Spironolactone, eplerenone, and amiloride are alternative treatments to glucocorticoids. Amiloride may be
the preferred option when treating affected children, because it avoids the potential impairment of growth
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associated with the use of glucocorticoids, and the potential adverse effects resulting from blockade
of sex steroid receptors by spironolactone. A similar argument could be raised for using eplerenone in
children with FH-1, but data on its safety and efficacy in this situation are lacking.

For pregnant patients, low-dose glucocorticoids have been used successfully to control hypertension.
Prednisolone and hydrocortisone are thought to be preferable to dexamethasone, as the latter is
incompletely metabolised by placental 11beta-hydroxysteroid dehydrogenase and is readily transferred to
the fetus. Alternatives to glucocorticoids are any of the recognised pregnancy-safe antihypertensives.

Family screening by genetic testing should always be undertaken to identify affected relatives as early as
possible in their lives in order to avoid unnecessary morbidity.[13] [20]

Treatment for other types of familial hyperaldosteronism

To date, no targeted treatment is available for patients with FH-II, FH-IIl, or FH-IV; however, some
therapeutic possibilities are emerging.[133]Treatment for FH-1l and FH-IV follows similar guidelines to that
for apparently sporadic bilateral PA.[37] [134]

In families with FH-11l, some KCNJ5 mutations cause severe, bilateral PA requiring, bilateral
adrenalectomy may be required to control hypertension and other manifestations.[14] [37] [134] For
patients with mutations causing milder disease, treatment with medicines which antagonise aldosterone
action (spironolactone, eplerenone, or amiloride) following similar guidelines to that for apparently
sporadic bilateral PA, may be sufficient.
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Treatment algorithm overview

Please note that formulations/routes and doses may differ between drug names and brands, drug
formularies, or locations. Treatment recommendations are specific to patient groups: see disclaimer

Ongoing (summary)

unilateral PA

------ = surgical candidates 1st
adjunct
adjunct

------ ® non-surgical candidates 1st

unilateral laparoscopic adrenalectomy
preoperative aldosterone antagonists
postoperative aldosterone antagonists

aldosterone antagonists

bilateral PA (excluding familial
hyperaldosteronism type I)

------ B no adrenal lesion 22.5cm 1st
2nd
plus

------ = adrenal lesion 22.5cm 1st
plus

aldosterone antagonists
laparoscopic adrenalectomy

pre- and postoperative aldosterone
antagonists

unilateral laparoscopic adrenalectomy

pre- and postoperative aldosterone
antagonists

familial hyperaldosteronism type |

------ ® adults 1st

: 2nd

------ = children (pre- and peri- 1st
pubertal)

2nd

glucocorticoids
aldosterone antagonists

amiloride

eplerenone

I EEDL A



https://bestpractice.bmj.com/info/disclaimer/
https://bestpractice.bmj.com

Treatment algorithm

Please note that formulations/routes and doses may differ between drug names and brands, drug
formularies, or locations. Treatment recommendations are specific to patient groups: see disclaimer

unilateral PA

------ ® surgical candidates 1st unilateral laparoscopic adrenalectomy

» Unilateral adrenalectomy in carefully
selected patients after a full work-up provides
a high chance of biochemical cure of primary
aldosteronism (PA; 70% cured and 100%
improved), including cure of hypokalaemia in all
patients in whom it was present preoperatively.
[105][114] [115] [116] Hypertension is cured
in 50% to 60% of fully worked-up patients,

and improved in all remaining patients.[114]
[115][116] Less than 20% of patients require
equivalent or increased medicine doses after
surgery.[101]

» Almost always, the entire adrenal is removed -
even when an apparent adenoma is seen on CT
scanning or on visualisation of the gland.

» Laparoscopic adrenalectomy is associated
with shorter hospital stays and fewer
complications.[117]

» Immediately before surgery, potassium
supplementation should be withdrawn,
aldosterone antagonists discontinued, and other
antihypertensive therapy reduced, if appropriate.

» Postoperative intravenous fluids should be
given as normal saline without potassium
chloride. A generous sodium diet should be
recommended to avoid the hyperkalaemia
due to chronic contralateral adrenal gland
suppression.[6] In rare instances, temporary
fludrocortisone therapy may be required.

» Successful removal of an aldosterone-
producing adenoma during pregnancy has been
rarely reported.[119] Although case reports
suggest the optimal time for surgery is during
the middle trimester, it is clearly preferable when
possible to postpone surgery in patients found to
have an aldosterone-producing adenoma during
pregnancy until after delivery.

adjunct preoperative aldosterone antagonists

Treatment recommended for SOME patients in
selected patient group

|
Z
w
=
w
O]
<
=z
<
=



https://bestpractice.bmj.com/info/disclaimer/
https://bestpractice.bmj.com

adjunct

Primary options

» spironolactone: 12.5 to 50 mg orally once
daily or in 2 divided doses, higher doses have
been reported, maximum 200 mg/day

Secondary options

» amiloride: 2.5 to 15 mg orally once daily or
in 2 divided doses, higher doses have been
reported, maximum 40 mg/day

OR

» eplerenone: 25 to 100 mg orally once daily
or in 2 divided doses, maximum 100 mg/day

» For surgical candidates with severe
hypertension and left ventricular hypertrophy
(LVH) pre-surgery, spironolactone is the drug

of first choice, with amiloride or eplerenone

(in countries where available as a subsidised
treatment for primary aldosteronism) reserved
mainly for those who develop sex-steroid-related
adverse effects.

» Over-treatment can cause volume contraction
with pre-renal failure, raising creatinine levels
and causing life-threatening hyperkalaemia.

» In patients with reduced renal glomerular
function, concurrent administration of a low-
dose potassium-wasting diuretic can be
helpful to avoid hyperkalaemia, but potassium
and creatinine levels should still be carefully
monitored.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

» Spironolactone can be associated with sex-
steroid-related adverse effects, including
gynaecomastia and loss of libido, menstrual
irregularities, and aggravation of breast
fibrocystic change.[121] The incidence is dose-
related. At 12.5 to 50 mg daily, the incidence
of gynaecomastia is approximately 10% to
15%.[105] [122]

postoperative aldosterone antagonists

Treatment recommended for SOME patients in
selected patient group
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non-surgical candidates

1st

Primary options

» amiloride: 2.5 to 10 mg orally once daily or
in 2 divided doses

OR

» spironolactone: 12.5 to 25 mg orally once
daily or in 2 divided doses

OR

» eplerenone: 25 to 50 mg orally once daily or
in 2 divided doses

» Twenty percent of patients diagnosed

with unilateral primary aldosteronism (PA)
preoperatively show evidence of ongoing PA
after surgery. If residual hypertension is due
to aldosterone excess, it may respond well
to aldosterone antagonist medication, but,
as aldosterone levels have been reduced by
surgery, caution is required.

» Eplerenone (in countries where available

as a subsidised treatment for PA) is another
option for patients in whom spironolactone is
poorly tolerated and where amiloride is unable

to achieve sufficient aldosterone blockade.
Normality of the ratio, which depends on renin
becoming unsuppressed, is the best guide to
whether or not adequate blockade of aldosterone
is being achieved.

» The lowest recommended dose should usually
be used at introduction.

» Over-treatment can cause volume contraction
with pre-renal failure, raising creatinine levels
and causing life-threatening hyperkalaemia.

» In patients with reduced renal glomerular
function, concurrent administration of a
potassium-wasting diuretic in low dosage can be
helpful to avoid hyperkalaemia, but potassium
and creatinine levels should still be carefully
monitored.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

aldosterone antagonists
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Primary options

» amiloride: 2.5 to 15 mg orally once daily or
in 2 divided doses, higher doses have been
reported, maximum 40 mg/day

OR

» spironolactone: 12.5 to 50 mg orally once
daily or in 2 divided doses, higher doses have
been reported, maximum 200 mg/day

OR

» eplerenone: 25 to 100 mg orally once daily
or in 2 divided doses, maximum 100 mg/day

» Indicated in patients with unilateral primary
aldosteronism (PA) who prefer medical treatment
or are unfit for surgery.[28][70]

» Because of its less potent aldosterone
antagonist action and its much lower propensity
to induce adverse effects, amiloride may

be the drug of first choice in many patients,
particularly those with milder degrees of
hypertension, biochemical disturbance, and
target organ effects (e.g., echocardiographically
demonstrated LVH).

» Side-effects from amiloride are rare.
Spironolactone can be associated with sex-
steroid-related adverse effects, including
gynaecomastia and loss of libido, menstrual
irregularities, and aggravation of breast
fibrocystic change.[121] The incidence is dose-
related. At 12.5 to 50 mg daily, the incidence
of gynaecomastia is approximately 10% to
15%.[105] [122]

» Amiloride and spironolactone can also be
used in combination to minimise the dose of
spironolactone and the risk of sex-steroid-related
adverse effects.

» Eplerenone (in countries where available

as a subsidised treatment for PA) is another
option for patients in whom spironolactone is
poorly tolerated and where amiloride is unable

to achieve sufficient aldosterone blockade.
Normality of the ratio, which depends on renin
becoming unsuppressed, is the best guide to
whether or not adequate blockade of aldosterone
is being achieved.

» Over-treatment can cause volume contraction
with pre-renal failure, rising creatinine levels,
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Ongoing

and life-threatening hyperkalaemia. In patients
with reduced renal glomerular function,
concurrent administration of a potassium-wasting
diuretic in low dosage can be helpful to avoid
hyperkalaemia, but potassium and creatinine
levels should still be carefully monitored.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

» Amiloride, spironolactone, and eplerenone
have a slow onset of antihypertensive action.
Benefit may not be apparent for 2 weeks, even
months. If necessary, other antihypertensive
agents with more rapid onset of action could
be employed during this period, and then later
reduced or withdrawn.

bilateral PA (excluding familial
hyperaldosteronism type I)

no adrenal lesion =22.5cm

1st

aldosterone antagonists

Primary options

» amiloride: 2.5 to 15 mg orally once daily or
in 2 divided doses, higher doses have been
reported, maximum 40 mg/day

OR

» spironolactone: 12.5 to 50 mg orally once
daily or in 2 divided doses, higher doses have
been reported, maximum 200 mg/day

OR

» eplerenone: 25 to 100 mg orally once daily
or in 2 divided doses, maximum 100 mg/day

» Lesions 22.5 cm should be considered for
removal based on their malignant potential.
Some centres use higher cutoffs of 3.0 cm
or even 4.0 cm, but this increases the risk
of missing a malignant lesion. CT should be
repeated in 3 to 6 months and then annually
to recognise growth which would suggest
malignancy.

» Because of its less potent aldosterone
antagonist action and its much lower propensity
to induce adverse effects, amiloride may

be the drug of first choice in many patients,
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Ongoing

2nd

particularly those with milder degrees of
hypertension, biochemical disturbance, and
target organ effects (e.g., echocardiographically
demonstrated LVH).

» Side-effects from amiloride are rare.
Spironolactone can be associated with sex-
steroid-related adverse effects, including
gynaecomastia and loss of libido, menstrual
irregularities, and aggravation of breast
fibrocystic change.[121] The incidence is dose-
related. At 12.5 to 50 mg daily, the incidence
of gynaecomastia is approximately 10% to
15%.[105] [122]

» Amiloride and spironolactone can also be
used in combination to minimise the dose of
spironolactone and the risk of sex-steroid-related
adverse effects.

» Eplerenone (in countries where available as a
subsidised treatment for primary aldosteronism
[PA]) is another option for patients in whom
spironolactone is poorly tolerated and where
amiloride is unable to achieve sufficient
aldosterone blockade. Normality of the

ratio, which depends on renin becoming
unsuppressed, is the best guide to whether or
not adequate blockade of aldosterone is being
achieved.

» Over-treatment can cause volume contraction
with pre-renal failure, raising creatinine levels
and causing life-threatening hyperkalaemia. In
patients with reduced renal glomerular function,
concurrent administration of a potassium-wasting
diuretic in low dosage can be helpful to avoid
hyperkalaemia, but potassium and creatinine
levels should still be carefully monitored.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

» Amiloride, spironolactone, and eplerenone
have a slow onset of antihypertensive action.
Benefit may not be apparent for two weeks, even
months. If necessary, other antihypertensive
agents with more rapid onset of action could

be employed during this period, and then later
reduced or withdrawn.

laparoscopic adrenalectomy

» It is sometimes appropriate to consider the
option of unilateral adrenalectomy in patients
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Ongoing

plus

with bilateral forms of primary aldosteronism
(PA) because both spironolactone and amiloride
have been tolerated poorly even at low doses,
or the dose of spironolactone required to control
hypertension has produced adverse effects.

» For rare patients with marked, bilateral

adrenal hyperplasia and severe, bilateral

PA (including those with severe forms of

familial hyperaldosteronism type lll), bilateral
adrenalectomy (often in 2 stages, to gauge the
effect of unilateral adrenalectomy first) may be
required to control hypertension and biochemical
manifestations of PA.[16] [47]

» The aim of adrenalectomy is to reduce the
mass of adrenal tissue that is excessively

and autonomously producing aldosterone,

and thereby bring about improvements in BP
levels and marked reductions in the doses of
aldosterone antagonist medicines required to
control hypertension. BP responses under these
circumstances are much less predictable than in
patients with unilateral PA.

» Laparoscopic adrenalectomy is associated
with shorter hospital stays and fewer
complications.[117]

» Immediately before surgery, potassium
supplementation should be withdrawn,
aldosterone antagonists temporarily
discontinued, and other antihypertensive therapy
reduced, if appropriate.

» Postoperative intravenous fluids should be
given as normal saline without potassium
chloride. A generous sodium diet should be
recommended to avoid the hyperkalaemia

due to chronic contralateral adrenal gland
suppression.[6] In rare instances, temporary
fludrocortisone therapy may be required. Plasma
potassium levels should be monitored at least
twice daily for the first 2 days.

» Successful removal of an aldosterone-
producing adenoma during pregnancy has

been rarely reported.[119] Although case
reports suggest that the optimal time for surgery
is during the middle trimester, it is clearly
preferable to postpone surgery in patients with
PA during pregnancy until after delivery where
possible.

pre- and postoperative aldosterone
antagonists

Treatment recommended for ALL patients in
selected patient group
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Primary options

» amiloride: 2.5 to 15 mg orally once daily or
in 2 divided doses, higher doses have been
reported, maximum 40 mg/day

OR

» spironolactone: 12.5 to 50 mg orally once
daily or in 2 divided doses, higher doses have
been reported, maximum 200 mg/day

OR

» eplerenone: 25 to 100 mg orally once daily
or in 2 divided doses, maximum 100 mg/day

» It is highly desirable that hypertension and
hypokalaemia be controlled preoperatively.
This usually involves treatment with an
aldosterone antagonist. If not tolerated, other
antihypertensive agents can be used.

» Recommencement of aldosterone antagonist
medicine postoperatively can usually be deferred
for several weeks. The lowest recommended
dose should be used initially, and electrolyte and
renal function carefully monitored.

» Over-treatment can cause volume contraction
with pre-renal failure, raising creatinine levels
and causing life-threatening hyperkalaemia. In
patients with reduced renal glomerular function,
concurrent administration of a potassium-wasting
diuretic in low dosage can be helpful to avoid
hyperkalaemia.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

» Spironolactone can be associated with sex-
steroid-related adverse effects, including
gynaecomastia and loss of libido, menstrual
irregularities, and aggravation of breast
fibrocystic change.[121] The incidence is dose-
related. At 12.5 to 50 mg daily, the incidence
of gynaecomastia is approximately 10% to
15%.[105] [122]

» Eplerenone (in countries where available
as a subsidised treatment for primary
aldosteronism) is another option for patients
in whom spironolactone is poorly tolerated
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m adrenal lesion =2.5cm

1st

plus

and where amiloride is unable to achieve
sufficient aldosterone blockade. Normality of
the ratio, which depends on renin becoming
unsuppressed, is the best guide to whether or
not adequate blockade of aldosterone is being
achieved.

unilateral laparoscopic adrenalectomy

» Lesions of this size should be considered
for removal based on their malignant potential.
Some centres use higher cutoffs of 3.0 cm

or even 4.0 cm, but this increases the risk of
missing a malignant lesion.

» Laparoscopic adrenalectomy is associated
with shorter hospital stays and fewer
complications.[117] Open adrenalectomy may
be required, however, in the case of very large
lesions.

» Immediately before surgery, potassium
supplementation should be withdrawn,
aldosterone antagonists discontinued, and other
antihypertensive therapy reduced, if appropriate.

» Postoperative intravenous fluids should be
given as normal saline without potassium
chloride. A generous sodium diet should be
recommended to avoid the hyperkalaemia
due to chronic contralateral adrenal gland
suppression.[6] In rare instances, temporary
fludrocortisone therapy may be required.

» Successful removal of an aldosterone-
producing adenoma during pregnancy has

been rarely reported.[119] Although case
reports suggest that the optimal time for surgery
is during the middle trimester, it is clearly
preferable to postpone surgery in patients with
primary aldosteronism (PA) during pregnancy
until after delivery where possible.

pre- and postoperative aldosterone
antagonists

Treatment recommended for ALL patients in
selected patient group

Primary options

» amiloride: 2.5 to 15 mg orally once daily or
in 2 divided doses, higher doses have been
reported, maximum 40 mg/day

OR
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» spironolactone: 12.5 to 50 mg orally once
daily or in 2 divided doses, higher doses have
been reported, maximum 200 mg/day

OR

» eplerenone: 25 to 100 mg orally once daily
or in 2 divided doses, maximum 100 mg/day

» Where possible, hypertension and
hypokalaemia should be controlled
preoperatively, ideally with an aldosterone
antagonist.

» Postoperatively, residual hypertension
usually responds well to recommencement

of aldosterone antagonist medicine. This is
usually deferred for several weeks. The lowest
recommended dose should be used initially.

» Over-treatment can cause volume contraction
with pre-renal failure, rising creatinine levels,

and life-threatening hyperkalaemia. In patients
with reduced renal glomerular function,
concurrent administration of a potassium-wasting
diuretic in low dosage can be helpful to avoid
hyperkalaemia.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

» Spironolactone can be associated with sex-
steroid-related adverse effects, including
gynaecomastia and loss of libido, menstrual
irregularities, and aggravation of breast
fibrocystic change.[121] The incidence is dose-
related. At 12.5 to 50 mg daily, the incidence
of gynaecomastia is approximately 10% to
15%.[105] [122]

» Eplerenone (in countries where available

as a subsidised treatment for primary
aldosteronism) is another option for patients
in whom spironolactone is poorly tolerated
and where amiloride is unable to achieve
sufficient aldosterone blockade. Normality of
the ratio, which depends on renin becoming
unsuppressed, is the best guide to whether or
not adequate blockade of aldosterone is being
achieved.

familial hyperaldosteronism type |
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Ongoing
------ ® adults 1st glucocorticoids

Primary options

» dexamethasone: 0.125 to 0.5 mg orally
once daily

OR

» prednisolone: 2.5 to 5 mg orally once daily

» Glucocorticoids rapidly and effectively
ameliorate hypertension.[13][22][44] [45][131]

» The risk of Cushingoid adverse effects

is minimal because the required doses

are low.[132] However, patients should still

be monitored for clinical development of
Cushingoid features. Periodic dual energy-ray
absorptiometry (DXA) bone scanning should
be performed to monitor the development of
osteoporosis.

» Treatment should be avoided in children
because of the potential to impair growth.

» For pregnant patients, low-dose
glucocorticoids have been used successfully
to control hypertension. Prednisolone and
hydrocortisone are thought to be preferable to
dexamethasone. Alternatives to glucocorticoids
are any of the recognised pregnancy-safe
antihypertensives.

2nd aldosterone antagonists

Primary options

» amiloride: 2.5 to 15 mg orally once daily or
in 2 divided doses, higher doses have been
reported, maximum 40 mg/day

OR

» spironolactone: 12.5 to 50 mg orally once
daily or in 2 divided doses, higher doses have
been reported, maximum 200 mg/day

OR
» eplerenone: 25 to 100 mg orally once daily
or in 2 divided doses, maximum 100 mg/day

» Aldosterone antagonists are an alternative way
to control hypertension in patients with familial
hyperaldosteronism type | (FH-I).
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ngoing

®  children (pre- and peri-
pubertal)

1st

» They may be used in patients who wish
to avoid or have been unable to tolerate
glucocorticoid treatment, or in whom such
treatment is otherwise contraindicated.

» Because of its less potent aldosterone
antagonist action and its much lower
propensity to induce adverse effects,
amiloride may be the drug of first choice

in many patients, particularly those with
milder degrees of hypertension, biochemical
disturbance, and target organ effects (e.g.,
echocardiographically demonstrated LVH).
Amiloride and spironolactone can also be
used in combination to minimise the dose of
spironolactone and the risk of sex-steroid-related
adverse effects.

» Eplerenone (in countries where available

as a subsidised treatment for primary
aldosteronism) is another option for patients
in whom spironolactone is poorly tolerated
and where amiloride is unable to achieve
sufficient aldosterone blockade. Normality of
the ratio, which depends on renin becoming
unsuppressed, is the best guide to whether or
not adequate blockade of aldosterone is being
achieved.

» Over-treatment can cause volume contraction
with pre-renal failure, rising creatinine levels,

and life-threatening hyperkalaemia. In patients
with reduced renal glomerular function,
concurrent administration of a potassium-wasting
diuretic in low dosage can be helpful to avoid
hyperkalaemia.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

» Spironolactone can be associated with sex-
steroid-related adverse effects, including
gynaecomastia and loss of libido, menstrual
irregularities, and aggravation of breast
fibrocystic change.[121] The incidence is dose-
related. At 12.5 to 50 mg daily, the incidence
of gynaecomastia is approximately 10% to
15%.[105] [122]

amiloride

Primary options

» amiloride: 2.5 to 7.5 mg orally once daily or
in 2 divided doses
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2nd

» Although glucocorticoids are highly effective

in controlling hypertension and hypokalaemia
(where present) in familial hyperaldosteronism
type | (FH-I), they may impair growth in children
and their use should therefore be avoided in that
patient group.

» Amiloride is a potassium-sparing diuretic and
effective against hypertension and hypokalaemia
in patients with primary aldosteronism of

all forms, including FH-1.[121] Although
spironolactone is more effective in this respect
than amiloride, its propensity to induce sex-
steroid-related adverse effects and, in particular,
to interfere with sexual development, renders its
use in children undesirable.

» Over-treatment with amiloride can cause
volume contraction with pre-renal failure,

rising creatinine levels, and life-threatening
hyperkalaemia. In patients with reduced renal
glomerular function, concurrent administration of
a potassium-wasting diuretic in low dosage can
be helpful to avoid hyperkalaemia.[6]

» Hyperkalaemia is more likely in patients

who have renal dysfunction or are taking other
potassium-retaining agents such as angiotensin-
converting enzyme (ACE) inhibitors, angiotensin-
Il receptor antagonists, or non-steroidal anti-
inflammatory drugs (NSAIDs).

eplerenone

Primary options

» eplerenone: consult specialist for guidance
on dose

» Eplerenone is a mineralocorticoid receptor
antagonist that appears to be more selective
for the receptor than spironolactone, and is,
therefore, less likely to produce sex-steroid-
related adverse effects such as gynaecomastia
and loss of libido, menstrual irregularities, and
aggravation of breast fibrocystic change.[135] It
may also be less likely to interfere with sexual
development in children. Hence, it may be
particularly suited for adult patients who have
demonstrated intolerance to spironolactone
because of sex-steroid-related adverse effects,
or in children with primary aldosteronism (PA;
including those with familial hyperaldosteronism

type I).

» Eplerenone is already available and being
used in clinical practice. However, indications for
its use in different countries vary, and in some
countries it is not approved for government-
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subsidised use in PA. Furthermore, data
regarding its safety and efficacy in children
with PA are lacking. Hence, it should remain a
second-line option in this clinical context.
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Emerging

Aldosterone synthase inhibitors

Several of these agents are being assessed in phase Il studies and hold some promise as alternative
treatment approaches for PA.[136] [137] Further data are required to confirm their efficacy and safety in
this situation. Remaining challenges include lack of specificity for aldosterone synthase (with evidence,
for example, of reduced cortisol synthesising capacity) and inferior treatment effect when compared to
mineralocorticoid receptor antagonism.[138] [139]

Targeted therapy for specific mutations

Studies on the use of macrolides as treatment for individuals with mutations in the KCNJ5 gene are in
progress.[140] [141] [142] For patients with CACNA1D or CACNA1H mutations, selective calcium-channel
blockade may be possible.[49] [57][133] [143]

Primary prevention

There are no known methods of primary prevention of primary aldosteronism. However, early detection (e.g.,
through screening of kin for familial hyperaldosteronism types I-1V) can facilitate early intervention such

as dietary salt restriction, which may have the potential to delay or even prevent onset of hypertension in
affected individuals, or at least permit more timely intervention when required.

Secondary prevention

Patients with primary aldosteronism (PA) have a higher risk of cardiovascular adverse events, atrial
fibrillation, and chronic kidney disease than patients with essential hypertension.[28] [66] Therefore, early
diagnosis and initiation of specific treatment is essential to reduce the risk of complications. In addition to
blood pressure control, suppressed renin levels are also associated with worse cardiovascular outcomes.
[136] There is evidence that spironolactone is able to ameliorate non-BP-dependent adverse cardiovascular
and renal effects of aldosterone excess.[58] [61] [122] [123] [124] Lifestyle modifications (including
maintenance of a healthy weight, regular exercise, avoidance of alcohol excess, dietary salt restriction, and
smoking cessation) should be initiated in all patients. Dietary salt restriction may also reduce the dose of
aldosterone blocking drug required. Patients should be screened for diabetes or dyslipidaemia with fasting
blood sugar and lipid levels. The prevalence of diabetes in people with PA is approximately 20%; around
double the prevalence in the general population or matched hypertensive controls.[145] [146]

Patient discussions

As with all forms of hypertension, patients should be given instructions on:

* Lifestyle modification (including maintenance of a healthy weight, regular exercise, avoidance of
alcohol excess, dietary salt restriction, and smoking cessation). Dietary salt restriction may reduce
the dose of aldosterone blocking drug required.

* Self-monitoring of BP is usually appropriate.

* Importance of medication compliance.
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Monitoring

Monitoring

Patients who have undergone unilateral adrenalectomy for unilateral primary aldosteronism (PA)

* BP, plasma electrolytes, and aldosterone and renin levels should be monitored every 6 to 12
months for clinical and biochemical evidence of recurrence (if cured postoperatively) or worsening
(if improved but not cured) of PA. Patients should have an adrenal CT scan performed at 1 year
postoperatively, and at 1- to 3-year intervals thereafter. This is because it has become apparent
from careful postoperative follow-up of patients that some have a natural history of the disease in
which the remaining adrenal slowly increases in size and becomes nodular, and which may turn
out to be in a different class genetically. Occasionally, a new adenoma that may or may not be
secreting aldosterone requires removal on size criteria alone (e.g., 22.5 cm, although some centres
use higher cutoffs of 3.0 cm or even 4.0 cm), with preservation of an apparently normal limb of the
adrenal if possible.

Patients receiving aldosterone medications

dN MOT1104

* Electrolytes and renal function should be monitored regularly (e.g., every 3 to 6 months),

watching for development of hyperkalaemia (more likely in patients who have renal dysfunction
or are taking other potassium-retaining agents such as angiotensin-converting enzyme [ACE]
inhibitors, angiotensin-II receptor antagonists, or non-steroidal anti-inflammatory drugs [NSAIDs]),
hyponatraemia, and uraemia. Renin levels can be used to guide doses of treatment, provided that
the method is sound and results are not confounded by the use of other medicines. In all patients
with PA treated medically, CT of the adrenals should be performed annually at first and, if no
nodular growth is seen, every 3 to 4 years, indefinitely.

Patients with familial hyperaldosteronism type | (FH-I)

* Hypertension is readily controlled by administering glucocorticoids in low doses. Control can
be assessed by clinic, home, and ambulatory BP monitoring, and by periodic (e.g., yearly)
echocardiographic assessments of left ventricular mass index and diastolic function. Patients
should also be monitored for the development of glucocorticoid-induced osteoporosis by dual-
energy x-ray absorptiometry (DXA) performed every 2 to 3 years.
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Complications

Complications Timeframe Likelihood

perioperative complications (e.g., bleeding, infection, short term low
wound hernia, cardiovascular events)

Laparoscopic adrenalectomy is generally associated with a low rate of perioperative complications.

The laparoscopic approach has allowed for a shorter recovery than open adrenalectomy.[117]

stroke long term medium

Can occur due to hypertension-accelerated cerebrovascular disease and ischaemic or haemorrhagic
cerebral events.

The prevalence appears to be higher than in patients with essential hypertension.[66] This is thought to be

related to non-blood pressure-dependent adverse cardiovascular effects of aldosterone excess causing
remodelling of the heart and blood vessels.

For uncertain reasons, the risk of haemorrhagic stroke is particularly high in patients with familial
hyperaldosteronism type 1.[22]

myocardial infarction long term medium
Can occur due to hypertension accelerating coronary disease and causing left ventricular hypertrophy.
The prevalence appears to be higher than in patients with essential hypertension.[66] This is thought to be

related to non-blood pressure-dependent adverse cardiovascular effects of aldosterone excess causing
remodelling of the heart and blood vessels.

heart failure long term medium
Can occur due to hypertension accelerating coronary disease and causing left ventricular hypertrophy.

Non-blood pressure-dependent adverse cardiovascular effects of aldosterone excess causing remodelling
of the heart and blood vessels also probably contribute.[123]

atrial fibrillation long term medium
Can occur due to hypertension causing left ventricular hypertrophy, and, in some cases, hypokalaemia.
The prevalence appears to be higher than in patients with essential hypertension.[66] This is thought to be

related to non-blood pressure-dependent adverse cardiovascular effects of aldosterone excess causing
remodelling of the heart and blood vessels.

impaired renal function long term medium

Can occur due to hypertension accelerating renal injury, and contributed to by aldosterone excess causing
renal hyperfiltration.[144]
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Complications Timeframe Likelihood

aldosterone antagonist- or mineralocorticoid receptor variable medium
antagonist-induced hyperkalaemia

Because they are potassium-sparing, spironolactone, amiloride, and eplerenone can all cause
hyperkalaemia.[6] [121] The risk is higher in patients with renal dysfunction, older people, diabetic patients,
and patients receiving other agents known to raise plasma potassium levels.

dN MOT1104

Prognosis

Patients undergoing unilateral adrenalectomy for unilateral PA

This procedure leads to cure of hypertension in 50% to 60% of carefully selected patients and improvement
in all of the remainder.[27] [105] [114] [115] [116] BP typically normalises or shows maximum improvement
in 1 to 6 months after unilateral adrenalectomy, but can continue to fall for up to 1 to 2 years in some
patients.[6] Primary aldosteronism (PA) is biochemically cured in 70% of fully worked-up patients, and
improved in all remaining patients.[27] [105] [115] Less than 20% of patients require equivalent or increased
medicine doses after surgery.[101] There is a consistent improvement in quality of life. Cohort studies have
shown marked improvements in cardiovascular parameters (including left ventricular mass on echo).[61]
[124]

Recurrence of PA in those apparently cured after 12 months is uncommon. In patients with persistent (albeit
improved) PA, hypertension may respond well to small doses of aldosterone antagonist medicines, but
caution is required as the levels of aldosterone have probably been substantially reduced.[6]

Patients undergoing treatment with aldosterone antagonist
medicines

Hypertension is improved and control achieved in the majority.[27] [105] [121] Hypokalaemia, when present,
is almost always corrected.

However, improvements aren't as dramatic as after unilateral adrenalectomy for lateralising lesions. In cohort
studies, the mean number of antihypertensive medicines required did not fall as markedly, and there was less
impressive improvement in echocardiographically derived left ventricular mass.[27] [61]

Patients with FH-l undergoing treatment with glucocorticoid
medicines

Hypertension in familial hyperaldosteronism type | (FH-1) is frequently of early onset and may be severe
enough to cause early death, usually from haemorrhagic stroke, unless specifically treated.[20] [21]
However, treatment with glucocorticoids, given in low doses that do not cause Cushingoid adverse effects,
is usually highly effective at controlling hypertension (and thereby preventing stroke), with supplementary
antihypertensives only occasionally required.[131]


https://bestpractice.bmj.com

n
L
=
-
T
=
=)
O

Diagnostic guidelines

Subtype diagnosis, treatment, complications and outcomes of
primary aldosteronism and future direction of research (https://
pubmed.ncbi.nlm.nih.gov/32890265)

Published by: Working Group on Endocrine Hypertension of the Last published: 2020
European Society of Hypertension

Genetics, prevalence, screening and confirmation of primary aldosteronism
(https://pubmed.ncbi.nlm.nih.gov/32890264)

Published by: Working Group on Endocrine Hypertension of the Last published: 2020
European Society of Hypertension

North America

NCCN clinical practice guidelines in oncology: neuroendocrine and adrenal
tumors (https://www.nccn.org/guidelines/category_1)

Published by: National Comprehensive Cancer Network Last published: 2025

The management of primary aldosteronism: case detection, diagnosis, and
treatment (https:/www.endocrine.org/clinical-practice-guidelines)

Published by: Endocrine Society Last published: 2016

Treatment guidelines

The 2020 Italian Society of Arterial Hypertension (SIIA) practical
guidelines for the management of primary aldosteronism (https://
pubmed.ncbi.nim.nih.gov/33447758)

Published by: Italian Society of Arterial Hypertension (SIIA) Last published: 2020

North America

NCCN clinical practice guidelines in oncology: neuroendocrine and adrenal
tumors (https:/www.nccn.org/guidelines/category_1)

Published by: National Comprehensive Cancer Network Last published: 2025

The management of primary aldosteronism: case detection, diagnosis, and
treatment (https:/www.endocrine.org/clinical-practice-guidelines)

Published by: Endocrine Society Last published: 2016

This PDF of the BMJ Best Practice topic is based on the web version that was last updated: May 09, 2025.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.omj.com . Use of this content is subject to our disclaimer (.
Use of this content is subject to our) . © BMJ Publishing Group Ltd 2025. All rights reserved.


https://pubmed.ncbi.nlm.nih.gov/32890265
https://pubmed.ncbi.nlm.nih.gov/32890265
https://pubmed.ncbi.nlm.nih.gov/32890265
https://pubmed.ncbi.nlm.nih.gov/32890264
https://pubmed.ncbi.nlm.nih.gov/32890264
https://www.nccn.org/guidelines/category_1
https://www.nccn.org/guidelines/category_1
https://www.endocrine.org/clinical-practice-guidelines
https://www.endocrine.org/clinical-practice-guidelines
https://pubmed.ncbi.nlm.nih.gov/33447758
https://pubmed.ncbi.nlm.nih.gov/33447758
https://pubmed.ncbi.nlm.nih.gov/33447758
https://www.nccn.org/guidelines/category_1
https://www.nccn.org/guidelines/category_1
https://www.endocrine.org/clinical-practice-guidelines
https://www.endocrine.org/clinical-practice-guidelines
https://bestpractice.bmj.com

Japan Endocrine Society clinical practice guideline for the diagnosis and
management of primary aldosteronism 2021 (https:/square.umin.ac.jp/
endocrine/english/JES-guidelines.html)

Published by: The Japan Endocrine Society Last published: 2021

()
=
=
m
-
=
m
n

This PDF of the BMJ Best Practice topic is based on the web version that was last updated: May 09, 2025.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.omj.com . Use of this content is subject to our disclaimer (.
Use of this content is subject to our) . © BMJ Publishing Group Ltd 2025. All rights reserved.


https://square.umin.ac.jp/endocrine/english/JES-guidelines.html
https://square.umin.ac.jp/endocrine/english/JES-guidelines.html
https://square.umin.ac.jp/endocrine/english/JES-guidelines.html
https://bestpractice.bmj.com

Key articles

. Mulatero P, Sechi LA, Williams TA, et al. Subtype diagnosis, treatment, complications and outcomes
of primary aldosteronism and future direction of research: a position statement and consensus
of the Working Group on Endocrine Hypertension of the European Society of Hypertension. J
Hypertens. 2020 Oct;38(10):1929-36. Abstract (http://www.ncbi.nim.nih.gov/pubmed/328902657?
tool=bestpractice.bomj.com)

n
Ll
S
<
w
oc
L
LL
w
oc

. Reincke M, Bancos |, Mulatero P, et al. Diagnosis and treatment of primary aldosteronism.
Lancet Diabetes Endocrinol. 2021 Dec;9(12):876-92. Abstract (http://www.ncbi.nim.nih.gov/
pubmed/34798068?tool=bestpractice.bmj.com)

. Funder JW, Carey RM, Mantero F, et al. The management of primary aldosteronism: case detection,
diagnosis, and treatment: an Endocrine Society clinical practice guideline. J Clin Endocrinol Metab.
2016 May;101(5):1889-916. Full text (https://academic.oup.com/jcem/article/101/5/1889/2804729)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/26934393?tool=bestpractice.bmj.com)

. Young WF Jr. Diagnosis and treatment of primary aldosteronism: practical clinical perspectives. J
Intern Med. 2019 Feb;285(2):126-48. Full text (https://onlinelibrary.wiley.com/doi/10.1111/joim.12831)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/30255616?tool=bestpractice.bmj.com)

References

1. Conn JW. Primary aldosteronism, a new clinical syndrome. J Lab Clin Med. 1955 Jan;45(1):6-17.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/13233623?tool=bestpractice.bmj.com)

2. Conn JW. Plasma renin activity in primary aldosteronism. Importance in differential diagnosis
and in research of essential hypertension. JAMA. 1964 Oct 19;190:222-5. Abstract (http:/
www.ncbi.nIm.nih.gov/pubmed/14246593?tool=bestpractice.bmj.com)

3. Neville AM, O'Hare MJ. Histopathology of the human adrenal cortex. Clin Endocrinol
Metab. 1985 Nov;14(4):791-820. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/30026777
tool=bestpractice.bomj.com)

4. Gordon RD, Stowasser M, Klemm SA, et al. Primary aldosteronism - some genetic, morphological,
and biochemical aspects of subtypes. Steroids. 1995 Jan;60(1):35-41. Abstract (http://
www.ncbi.nIm.nih.gov/pubmed/7792813?tool=bestpractice.bmj.com)

5. Williams TA, Gomez-Sanchez CE, Rainey WE, et al. International histopathology consensus for
unilateral primary aldosteronism. J Clin Endocrinol Metab. 2021 Jan 1;106(1):42-54. Full text
(https://academic.oup.com/jcem/article/106/1/42/5876946) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/327177467tool=bestpractice.bmj.com)

6. Stowasser M, Gordon RD, Rutherford JC, et al. Diagnosis and management of primary aldosteronism.
J Renin Angiotensin Aldosterone Syst. 2001 Sep;2(3):156-69. Full text (http://journals.sagepub.com/


http://www.ncbi.nlm.nih.gov/pubmed/32890265?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32890265?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/34798068?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/34798068?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/101/5/1889/2804729
http://www.ncbi.nlm.nih.gov/pubmed/26934393?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/26934393?tool=bestpractice.bmj.com
https://onlinelibrary.wiley.com/doi/10.1111/joim.12831
http://www.ncbi.nlm.nih.gov/pubmed/30255616?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/13233623?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/13233623?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/14246593?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/14246593?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/3002677?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/3002677?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7792813?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7792813?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/106/1/42/5876946
https://academic.oup.com/jcem/article/106/1/42/5876946
http://www.ncbi.nlm.nih.gov/pubmed/32717746?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32717746?tool=bestpractice.bmj.com
http://journals.sagepub.com/doi/pdf/10.3317/jraas.2001.022
https://bestpractice.bmj.com

10.

11.

12.

13.

14.

15.

16.

17.

doi/pdf/10.3317/jraas.2001.022) Abstract (http://www.ncbi.nlm.nih.gov/pubmed/118811177?
tool=bestpractice.omj.com)

Stowasser M, Gordon RD. Primary aldosteronism. Best Pract Res Clin Endocrinol Metab.
2003 Dec;17(4):591-605. Abstract (http://www.ncbi.nim.nih.gov/pubmed/146875917
tool=bestpractice.bomj.com)

Stowasser M, Pimenta E, Gordon RD. Familial or genetic primary aldosteronism and Gordon
syndrome. Endocrinol Metab Clin North Am. 2011 Jun;40(2):343-68. Abstract (http://
www.ncbi.nIm.nih.gov/pubmed/21565671 ?tool=bestpractice.bmj.com)

SERIELEEEL

Mulatero P, Sechi LA, Williams TA, et al. Subtype diagnosis, treatment, complications and outcomes
of primary aldosteronism and future direction of research: a position statement and consensus

of the Working Group on Endocrine Hypertension of the European Society of Hypertension. J
Hypertens. 2020 Oct;38(10):1929-36. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/328902657?
tool=bestpractice.bomj.com)

Reincke M, Bancos |, Mulatero P, et al. Diagnosis and treatment of primary aldosteronism.
Lancet Diabetes Endocrinol. 2021 Dec;9(12):876-92. Abstract (http://www.ncbi.nim.nih.gov/
pubmed/34798068?tool=bestpractice.bmj.com)

Itcho K, Oki K, Ohno H, et al. Update on genetics of primary adosteronism. Biomedicines. 2021 Apr
10;9(4):409. Full text (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8069207) Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/33920271 ?tool=bestpractice.bmj.com)

Stowasser M, Gordon RD, Tunny TJ, et al. Familial hyperaldosteronism type Il - five families with a new
variety of primary aldosteronism. Clin Exp Pharmacol Physiol. 1992 May;19(5):319-22. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/1521363?tool=bestpractice.bmj.com)

Gordon RD, Stowasser M. Familial forms broaden the horizons for primary aldosteronism. Trends
Endocrinol Metab. 1998 Aug;9(6):220-7. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/184062727
tool=bestpractice.bomj.com)

Geller DS, Zhang J, Wisgerhof MV, et al. A novel form of human mendelian hypertension featuring
nonglucocorticoid-remediable aldosteronism. J Clin Endocrinol Metab. 2008 Aug;93(8):3117-23.
Full text (https://academic.oup.com/jcem/article/93/8/3117/2598781) Abstract (http://
www.ncbi.nim.nih.gov/pubmed/18505761 ?tool=bestpractice.bmj.com)

Mulatero P. A new form of hereditary primary aldosteronism: familial hyperaldosteronism type
lIl. J Clin Endocrinol Metab. 2008 Aug;93(8):2972-4. Full text (https://academic.oup.com/
jcem/article/93/8/2972/2598410) Abstract (http://www.ncbi.nim.nih.gov/pubmed/18685118?
tool=bestpractice.bomj.com)

Stowasser M. Primary aldosteronism and potassium channel mutations. Curr Opin Endocrinol
Diabetes Obes. 2013 Jun;20(3):170-9. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/234261627
tool=bestpractice.omj.com)

Scholl Ul, Stélting G, Schewe J, et al. CLCN2 chloride channel mutations in familial
hyperaldosteronism type Il. Nat Genet. 2018 Mar;50(3):349-54. Full text (https://www.ncbi.nlm.nih.gov/


http://journals.sagepub.com/doi/pdf/10.3317/jraas.2001.022
http://www.ncbi.nlm.nih.gov/pubmed/11881117?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11881117?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/14687591?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/14687591?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21565671?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21565671?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32890265?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32890265?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/34798068?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/34798068?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8069207
http://www.ncbi.nlm.nih.gov/pubmed/33920271?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/33920271?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1521363?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1521363?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18406272?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18406272?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/93/8/3117/2598781
https://academic.oup.com/jcem/article/93/8/3117/2598781
http://www.ncbi.nlm.nih.gov/pubmed/18505761?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18505761?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/93/8/2972/2598410
https://academic.oup.com/jcem/article/93/8/2972/2598410
http://www.ncbi.nlm.nih.gov/pubmed/18685118?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18685118?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23426162?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23426162?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5862758
https://bestpractice.bmj.com

n
Ll
S
<
w
oc
L
LL
w
oc

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

pmc/articles/PMC5862758) Abstract (http://www.ncbi.nlm.nih.gov/pubmed/294030117?
tool=bestpractice.omj.com)

Murphy BF, Whitworth JA, Kincaid-Smith PA. Malignant hypertension due to an aldosterone-producing
adrenal adenoma. Clin Exp Hypertens A. 1985;7(7):939-50. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/38994167?tool=bestpractice.bmj.com)

Vetter H, Siebenschein R, Studer A, et al. Primary aldosteronism: inability to differentiate unilateral
from bilateral adrenal lesions by various routine clinical and laboratory data and by peripheral plasma
aldosterone. Acta Endocrinol (Copenh). 1978 Dec;89(4):710-25. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/213920?tool=bestpractice.bmj.com)

Stowasser M, Gartside MG, Gordon RD. A PCR-based method of screening individuals of all
ages, from neonates to the elderly, for familial hyperaldosteronism type |. Aust N Z J Med. 1997
Dec;27(6):685-90. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/9483237 ?tool=bestpractice.bmj.com)

Rich GM, Ulick S, Cook S, et al. Glucocorticoid-remediable aldosteronism in a large kindred:
clinical spectrum and diagnosis using a characteristic biochemical phenotype. Ann Intern
Med. 1992 May 15;116(10):813-20. Abstract (http://www.ncbi.nim.nih.gov/pubmed/15670957
tool=bestpractice.bmj.com)

Stowasser M, Gordon RD. Familial hyperaldosteronism. J Steroid Biochem Mol Biol.
2001 Sep;78(3):215-29. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/11595502?
tool=bestpractice.bomj.com)

Stowasser M, Gordon RD. Primary aldosteronism: from genesis to genetics. Trends Endocrinol Metab.
2003 Sep;14(7):310-7. [Erratum in: Trends Endocrinol Metab. 2003 Nov;14(9):397.] Abstract (http://
www.ncbi.nIm.nih.gov/pubmed/12946873?tool=bestpractice.bmj.com)

Stowasser M, Huggard PJ, Rossetti TR, et al. Biochemical evidence of aldosterone overproduction
and abnormal regulation in normotensive individuals with familial hyperaldosteronism type I. J Clin
End Metab. 1999 Nov;84(11):4031-6. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/10566645?
tool=bestpractice.bmj.com)

Stowasser M. New perspectives in the role of aldosterone excess in cardiovascular disease.
Clin Exp Pharmacol Physiol. 2001 Oct;28(10):783-91. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/11553016?tool=bestpractice.bmj.com)

Gordon RD, Rutherford JC, Stowasser M. Primary aldosteronism: are we diagnosing and operating
on too few patients? World J Surg. 2001 Jul;25(7):941-7. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/11572036?tool=bestpractice.bmj.com)

Stowasser M, Gordon RD. Primary aldosteronism - careful investigation is essential and
rewarding. Mol Cell Endocrinol. 2004 Mar 31;217(1-2):33-9. Abstract (http://www.ncbi.nIm.nih.gov/
pubmed/15134798?tool=bestpractice.bomj.com)

Funder JW, Carey RM, Mantero F, et al. The management of primary aldosteronism: case detection,
diagnosis, and treatment: an Endocrine Society clinical practice guideline. J Clin Endocrinol Metab.


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5862758
http://www.ncbi.nlm.nih.gov/pubmed/29403011?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29403011?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/3899416?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/3899416?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/213920?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/213920?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9483237?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1567095?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1567095?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11595502?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11595502?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12946873?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12946873?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10566645?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10566645?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11553016?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11553016?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11572036?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11572036?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15134798?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15134798?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

2016 May;101(5):1889-916. Full text (https://academic.oup.com/jcem/article/101/5/1889/2804729)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/26934393?tool=bestpractice.bmj.com)

Fardella CE, Mosso L, Gomez-Sanchez C, et al. Primary aldosteronism in essential hypertensives:
prevalence, biochemical profile and molecular biology. J Clin Endocrinol Metab. 2000
May;85(5):1863-7. Full text (https://academic.oup.com/jcem/article/85/5/1863/2660478) Abstract
(http://www.ncbi.nIm.nih.gov/pubmed/10843166 ?tool=bestpractice.bmj.com)

SERIELEEEL

Rossi GP, Bernini G, Caliumi C, et al. A prospective study of the prevalence of primary aldosteronism
in 1,125 hypertensive patients. J Am Coll Cardiol. 2006 Dec 5;48(11):2293-300. Abstract (http://
www.ncbi.nIm.nih.gov/pubmed/17161262?tool=bestpractice.bmj.com)

Mulatero P, Stowasser M, Loh KC, et al. Increased diagnosis of primary aldosteronism, including
surgically correctable forms, in centers from five continents. J Clin Endocrinol Metab. 2004
Mar;89(3):1045-50. Full text (https://academic.oup.com/jcem/article/89/3/1045/2844051) Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/15001583?tool=bestpractice.bmj.com)

Kéayser SC, Dekkers T, Groenewoud HJ, et al. Study heterogeneity and estimation of prevalence of
primary aldosteronism: a systematic review and meta-regression analysis. J Clin Endocrinol Metab.
2016 Jul;101(7):2826-35. Full text (https://academic.oup.com/jcem/article/101/7/2826/2810437)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/27172433?tool=bestpractice.bomj.com)

Kéayser SC, Deinum J, de Grauw WJ, et al. Prevalence of primary aldosteronism in primary
care: a cross-sectional study. Br J Gen Pract. 2018 Feb;68(667):e114-22. Full text (https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC5774963) Abstract (http://www.ncbi.nim.nih.gov/
pubmed/29335324 ?tool=bestpractice.bmj.com)

Monticone S, Burrello J, Tizzani D, et al. Prevalence and clinical manifestations of primary
aldosteronism encountered in primary care practice. J Am Coll Cardiol. 2017 Apr 11;69(14):1811-20.
Full text (https://www.sciencedirect.com/science/article/pii/S0735109717305697 ?via%3Dihub)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/28385310?tool=bestpractice.bmj.com)

Gordon RD, Stowasser M, Tunny TJ, et al. High incidence of primary aldosteronism in 199 patients
referred with hypertension. Clin Exp Pharmacol Physiol. 1994 Apr;21(4):315-8. Abstract (http:/
www.ncbi.nlm.nih.gov/pubmed/7923898?tool=bestpractice.bmj.com)

Gordon RD, Ziesak MD, Tunny TJ, et al. Evidence that primary aldosteronism may not be uncommon:
12% incidence among antihypertensive drug trial volunteers. Clin Exp Pharmacol Physiol. 1993
May;20(5):296-8. Abstract (http://www.ncbi.nIm.nih.gov/pubmed/83249127?tool=bestpractice.bmj.com)

Young WF Jr. Diagnosis and treatment of primary aldosteronism: practical clinical perspectives. J
Intern Med. 2019 Feb;285(2):126-48. Full text (https://onlinelibrary.wiley.com/doi/10.1111/joim.12831)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/30255616?tool=bestpractice.bmj.com)

Lim PO, Rodgers P, Cardale K, et al. Potentially high prevalence of primary aldosteronism in a
primary-care population. Lancet. 1999 Jan 2;353(9146):40. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/10023956?tool=bestpractice.bmj.com)


https://academic.oup.com/jcem/article/101/5/1889/2804729
http://www.ncbi.nlm.nih.gov/pubmed/26934393?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/26934393?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/85/5/1863/2660478
http://www.ncbi.nlm.nih.gov/pubmed/10843166?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10843166?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/17161262?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/17161262?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/89/3/1045/2844051
http://www.ncbi.nlm.nih.gov/pubmed/15001583?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15001583?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/101/7/2826/2810437
http://www.ncbi.nlm.nih.gov/pubmed/27172433?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/27172433?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5774963
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5774963
http://www.ncbi.nlm.nih.gov/pubmed/29335324?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29335324?tool=bestpractice.bmj.com
https://www.sciencedirect.com/science/article/pii/S0735109717305697?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0735109717305697?via%3Dihub
http://www.ncbi.nlm.nih.gov/pubmed/28385310?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28385310?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7923898?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7923898?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8324912?tool=bestpractice.bmj.com
https://onlinelibrary.wiley.com/doi/10.1111/joim.12831
http://www.ncbi.nlm.nih.gov/pubmed/30255616?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10023956?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10023956?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

n
Ll
S
<
w
oc
L
LL
w
oc

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

Loh KC, Koay ES, Khaw MC, et al. Prevalence of primary aldosteronism among Asian hypertensive
patients in Singapore. J Clin Endocrinol Metab. 2000 Aug;85(8):2854-9. Full text (https://
academic.oup.com/jcem/article/85/8/2854/2853470) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/10946893?tool=bestpractice.bomj.com)

Rayner BL, Opie LH, Davidson JS. The aldosterone/renin ratio as a screening test for primary
aldosteronism. S Afr Med J. 2000 Apr;90(4):394-400. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/10957926 ?tool=bestpractice.bmj.com)

Mulatero P, Monticone S, Deinum J, et al. Genetics, prevalence, screening and confirmation of primary
aldosteronism: a position statement and consensus of the Working Group on Endocrine Hypertension
of the European Society of Hypertension. J Hypertens. 2020 Oct;38(10):1919-28. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/32890264 ?tool=bestpractice.bmj.com)

Brown JM, Siddiqui M, Calhoun DA, et al. The unrecognized prevalence of primary aldosteronism: a
cross-sectional study. Ann Intern Med. 2020 Jul 7;173(1):10-20. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/32449886?tool=bestpractice.bmj.com)

Gordon RD, Klemm SA, Tunny TJ, et al. Primary aldosteronism: hypertension with a genetic basis.
Lancet. 1992 Jul 18;340(8812):159-61. Abstract (http://www.ncbi.nIm.nih.gov/pubmed/13525757
tool=bestpractice.bomj.com)

Sutherland DJ, Ruse JL, Laidlaw JC. Hypertension, increased aldosterone secretion and low plasma
renin activity relieved by dexamethasone. Can Med Assoc J. 1966 Nov 26;95(22):1109-19. Full text
(https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1935810/pdf/canmedaj01192-0002.pdf) Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/4288576?tool=bestpractice.bmj.com)

Lifton RP, Dluhy RG, Powers M, et al. A chimaeric 11 beta-hydroxylase/aldosterone synthase
gene causes glucocorticoid-remediable aldosteronism and human hypertension. Nature.
1992 Jan 16;355(6357):262-5. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/1731223?
tool=bestpractice.bomj.com)

Gordon RD, Stowasser M, Tunny TJ, et al. Clinical and pathological diversity of primary aldosteronism
including a new familial variety. Clin Exp Pharmacol Physiol. 1991 May;18(5):283-6. Abstract (http://
www.ncbi.nIm.nih.gov/pubmed/2065471?tool=bestpractice.bmj.com)

Choi M, Scholl Ul, Yue P, et al. K+ channel mutations in adrenal aldosterone-producing
adenomas and hereditary hypertension. Science. 2011 Feb 11;331(6018):768-72. Abstract (http://
www.ncbi.nim.nih.gov/pubmed/21311022?tool=bestpractice.bmj.com)

Scholl Ul, Stélting G, Nelson-Williams C, et al. Recurrent gain of function mutation in calcium
channel CACNA1H causes early-onset hypertension with primary aldosteronism. Elife. 2015 Apr
24;4:¢06315. Full text (https://www.ncbi.nIm.nih.gov/pmc/articles/PMC4408447) Abstract (http:/
www.ncbi.nlm.nih.gov/pubmed/25907736?tool=bestpractice.bmj.com)

Scholl Ul, Goh G, Stélting G, et al. Somatic and germline CACNA1D calcium channel mutations in
aldosterone-producing adenomas and primary aldosteronism. Nat Genet. 2013 Sep;45(9):1050-4. Full


https://academic.oup.com/jcem/article/85/8/2854/2853470
https://academic.oup.com/jcem/article/85/8/2854/2853470
http://www.ncbi.nlm.nih.gov/pubmed/10946893?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10946893?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10957926?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10957926?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32890264?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32890264?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32449886?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32449886?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1352575?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1352575?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1935810/pdf/canmedaj01192-0002.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1935810/pdf/canmedaj01192-0002.pdf
http://www.ncbi.nlm.nih.gov/pubmed/4288576?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/4288576?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1731223?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1731223?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2065471?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2065471?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21311022?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21311022?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4408447
http://www.ncbi.nlm.nih.gov/pubmed/25907736?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/25907736?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3876926
https://bestpractice.bmj.com

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

text (https://www.ncbi.nIm.nih.gov/pmc/articles/PMC3876926) Abstract (http://www.ncbi.nim.nih.gov/
pubmed/23913001 ?tool=bestpractice.bmj.com)

Boulkroun S, Beuschlein F, Rossi GP, et al. Prevalence, clinical, and molecular correlates of
KCNJ5 mutations in primary aldosteronism. Hypertension. 2012 Mar;59(3):592-8. Abstract (http:/
www.ncbi.nlm.nih.gov/pubmed/22275527 ?tool=bestpractice.bmj.com)

Azizan EA, Murthy M, Stowasser M, et al. Somatic mutations affecting the selectivity

filter of KCNJ5 are frequent in 2 large unselected collections of adrenal aldosteronomas.
Hypertension. 2012 Mar;59(3):587-91. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/222523947
tool=bestpractice.bomj.com)

SERIELEEEL

Lenzini L, Rossitto G, Maiolino G,et al. A meta-analysis of somatic KCNJ5 K(+) channel mutations
in 1636 patients with an aldosterone-producing adenoma. J Clin Endocrinol Metab. 2015
Aug;100(8):E1089-95. Full text (https://academic.oup.com/jcem/article/100/8/E1089/2836030)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/26066531?tool=bestpractice.bmj.com)

Beuschlein F, Boulkroun S, Osswald A, et al. Somatic mutations in ATP1A1 and ATP2B3 lead to
aldosterone-producing adenomas and secondary hypertension. Nat Genet. 2013 Apr;45(4):440-4.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/23416519?tool=bestpractice.bmj.com)

Azizan EA, Poulsen H, Tuluc P, et al. Somatic mutations in ATP1A1 and CACNA1D underlie a
common subtype of adrenal hypertension. Nat Genet. 2013 Sep;45(9):1055-60. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/23913004 ?tool=bestpractice.bmj.com)

Nanba K, Vaidya A, Williams GH, et al. Age-related autonomous aldosteronism. Circulation.
2017 Jul 25;136(4):347-55. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/28566337?
tool=bestpractice.bmj.com)

Conn JW. The evolution of primary aldosteronism: 1954-1967. Harvey Lect. 1966-1967;62:257-91.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/4299095?tool=bestpractice.bmj.com)

Omata K, Satoh F, Morimoto R, et al. Cellular and genetic causes of idiopathic hyperaldosteronism.
Hypertension. 2018 Oct;72(4):874-80. Full text (https://www.ncbi.nim.nih.gov/pmc/articles/
PMC6207209) Abstract (http://www.ncbi.nim.nih.gov/pubmed/303547207tool=bestpractice.bmj.com)

Weber KT, Brilla CG. Pathological hypertrophy and cardiac interstitium: fibrosis and renin-angiotensin-
aldosterone system. Circulation. 1991 Jun;83(6):1849-65. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/18281927tool=bestpractice.bmj.com)

Rossi GP, Sacchetto A, Pavan E, et al. Remodeling of the left ventricle in primary aldosteronism due
to Conn's adenoma. Circulation. 1997 Mar 18;95(6):1471-8. Full text (http://circ.ahajournals.org/
content/95/6/1471.full) Abstract (http://www.ncbi.nim.nih.gov/pubmed/91185157?
tool=bestpractice.omj.com)

Rocha R, Rudolph AE, Frierdich GE, et al. Aldosterone induces a vascular inflammatory phenotype
in the rat heart. Am J Physiol Heart Circ Physiol. 2002 Nov;283(5):H1802-10. Full text (http:/


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3876926
http://www.ncbi.nlm.nih.gov/pubmed/23913001?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23913001?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22275527?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22275527?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22252394?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22252394?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/100/8/E1089/2836030
http://www.ncbi.nlm.nih.gov/pubmed/26066531?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/26066531?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23416519?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23416519?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23913004?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23913004?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28566337?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28566337?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/4299095?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/4299095?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6207209
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6207209
http://www.ncbi.nlm.nih.gov/pubmed/30354720?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1828192?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1828192?tool=bestpractice.bmj.com
http://circ.ahajournals.org/content/95/6/1471.full
http://circ.ahajournals.org/content/95/6/1471.full
http://www.ncbi.nlm.nih.gov/pubmed/9118515?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9118515?tool=bestpractice.bmj.com
http://www.physiology.org/doi/full/10.1152/ajpheart.01096.2001
https://bestpractice.bmj.com

n
Ll
S
<
w
oc
L
LL
w
oc

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

www.physiology.org/doi/full/10.1152/ajpheart.01096.2001) Abstract (http://www.ncbi.nim.nih.gov/
pubmed/12384457?tool=bestpractice.bmj.com)

Rossi GP, Sacchetto A, Visentin P, et al. Changes in left ventricular anatomy and function in
hypertension and primary aldosteronism. Hypertension. 1996 May;27(5):1039-45. Full text
(http://hyper.ahajournals.org/content/27/5/1039.full) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/8621194?tool=bestpractice.bmj.com)

Abe M, Hamada M, Matsuoka H, et al. Myocardial scintigraphic characteristics in patients with primary
aldosteronism. Hypertension. 1994 Jan;23(1 Suppl):I164-7. Abstract (http://www.ncbi.nim.nih.gov/
pubmed/8282351 ?tool=bestpractice.bmj.com)

Napoli C, Di Gregorio F, Leccese M, et al. Evidence of exercise-induced myocardial ischemia in
patients with primary aldosteronism: the Cross-sectional Primary Aldosteronism and Heart Italian
Multicenter Study. J Investig Med. 1999 May;47(5):212-21. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/10361380?tool=bestpractice.bmj.com)

Kozakova M, Buralli S, Palombo C, et al. Myocardial ultrasonic backscatter in hypertension:
relation to aldosterone and endothelin. Hypertension. 2003 Feb;41(2):230-6. Full text
(http://hyper.ahajournals.org/content/41/2/230.full) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/12574087 ?tool=bestpractice.bmj.com)

Rossi GP, Bernini G, Desideri G, et al. Renal damage in primary aldosteronism: results of
the PAPY Study. Hypertension. 2006 Aug;48(2):232-8. Full text (http://hyper.ahajournals.org/
content/48/2/232.full) Abstract (http://www.ncbi.nlm.nih.gov/pubmed/168014827
tool=bestpractice.bomj.com)

Monticone S, D'Ascenzo F, Moretti C, et al. Cardiovascular events and target organ damage in primary
aldosteronism compared with essential hypertension: a systematic review and meta-analysis. Lancet
Diabetes Endocrinol. 2018 Jan;6(1):41-50. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/291295757
tool=bestpractice.bomj.com)

Catena C, Colussi G, Nadalini E, et al. Cardiovascular outcomes in patients with primary
aldosteronism after treatment. Arch Intern Med. 2008 Jan 14;168(1):80-5. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/181951997tool=bestpractice.bmj.com)

Stowasser M, Sharman J, Leano R, et al. Evidence for abnormal left ventricular structure and function
in normotensive individuals with familial hyperaldosteronism type I. J Clin Endocrinol Metab. 2005
Sep;90(9):5070-6. Full text (https://academic.oup.com/jcem/article/90/9/5070/2838659) Abstract
(http://www.ncbi.nIm.nih.gov/pubmed/1594 1863 ?tool=bestpractice.bmj.com)

Mulatero P, Tizzani D, Viola A, et al. Prevalence and characteristics of familial hyperaldosteronism:
the PATOGEN study (Primary Aldosteronism in TOrino-GENetic forms). Hypertension.

2011 Nov;58(5):797-803. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/21876069?
tool=bestpractice.bmj.com)

National Comprehensive Cancer Network. NCCN guidelines: neuroendocrine and adrenal tumors
[internet publication]. Full text (https://www.nccn.org/guidelines/category 1)


http://www.physiology.org/doi/full/10.1152/ajpheart.01096.2001
http://www.ncbi.nlm.nih.gov/pubmed/12384457?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12384457?tool=bestpractice.bmj.com
http://hyper.ahajournals.org/content/27/5/1039.full
http://hyper.ahajournals.org/content/27/5/1039.full
http://www.ncbi.nlm.nih.gov/pubmed/8621194?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8621194?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8282351?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8282351?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10361380?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10361380?tool=bestpractice.bmj.com
http://hyper.ahajournals.org/content/41/2/230.full
http://hyper.ahajournals.org/content/41/2/230.full
http://www.ncbi.nlm.nih.gov/pubmed/12574087?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12574087?tool=bestpractice.bmj.com
http://hyper.ahajournals.org/content/48/2/232.full
http://hyper.ahajournals.org/content/48/2/232.full
http://www.ncbi.nlm.nih.gov/pubmed/16801482?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/16801482?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29129575?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29129575?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18195199?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18195199?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/90/9/5070/2838659
http://www.ncbi.nlm.nih.gov/pubmed/15941863?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15941863?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21876069?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21876069?tool=bestpractice.bmj.com
https://www.nccn.org/guidelines/category_1
https://bestpractice.bmj.com

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

Gordon RD. Primary aldosteronism. J Endocrinol Invest. 1995 Jul-Aug;18(7):495-511. Abstract (http:/
www.ncbi.nlm.nih.gov/pubmed/9221268?tool=bestpractice.bmj.com)

Stowasser M, Gordon RD. The aldosterone-renin ratio for screening for primary aldosteronism.
Endocrinologist. 2004 Sep-Oct;14(5):267-76. Full text (http://journals.lww.com/theendocrinologist/
Abstract/2004/09000/The_Aldosterone_Renin_Ratio_in_Screening_for.7.aspx)

Stowasser M, Ahmed AH, Pimenta E, et al. Factors affecting the aldosterone/renin ratio. Horm
Metab Res. 2012 Mar;44(3):170-6. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/22147655?
tool=bestpractice.bomj.com)

SERIELEEEL

Mulatero P, Rabbia F, Milan A, et al. Drug effects on aldosterone/plasma renin activity
ratio in primary aldosteronism. Hypertension. 2002 Dec;40(6):897-902. Full text (http://
hyper.ahajournals.org/content/40/6/897.full) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/12468576?tool=bestpractice.bmj.com)

Seifarth C, Trenkel S, Schobel H, et al. Influence of antihypertensive medication on aldosterone
and renin concentration in the differential diagnosis of essential hypertension and primary
aldosteronism. Clin Endocrinol (Oxf). 2002 Oct;57(4):457-65. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/12354127?tool=bestpractice.bmj.com)

Brown MJ, Hopper RV. Calcium-channel blockade can mask the diagnosis of Conn's syndrome.
Postgrad Med J. 1999 Apr;75(882):235-6. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/107157687?
tool=bestpractice.bomj.com)

Gordon RD, Tunny TJ. Aldosterone-producing adenoma (A-P-A): effect of pregnancy. Clin Exp
Hypertens A. 1982;4(9-10):1685-93. Abstract (http://www.ncbi.nim.nih.gov/pubmed/67541497
tool=bestpractice.bmj.com)

Stowasser M, Gordon RD, Klemm SA, et al. Renin-aldosterone response to dexamethasone in
glucocorticoid-suppressible hyperaldosteronism is altered by coexistent renal artery stenosis. J Clin
Endocrinol Metab. 1993 Sep;77(3):800-4. Abstract (http://www.ncbi.nim.nih.gov/pubmed/83965807
tool=bestpractice.bmj.com)

Ahmed AH, Gordon RD, Taylor P, et al. Effect of atenolol on aldosterone/renin ratio calculated by
both plasma renin activity and direct renin concentration in healthy male volunteers. J Clin Endocrinol
Metab. 2010 Jul;95(7):3201-6. Full text (https://academic.oup.com/jcem/article/95/7/3201/2596261)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/20427490?tool=bestpractice.bmj.com)

Ahmed AH, Gordon RD, Taylor PJ, et al. Effect of contraceptives on aldosterone/renin ratio
may vary according to the components of contraceptive, renin assay method, and possibly
route of administration. J Clin Endocrinol Metab. 2011 Jun;96(6):1797-804. Full text (https://
academic.oup.com/jcem/article/96/6/1797/2834422) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/21411552?tool=bestpractice.bomj.com)

Ahmed AH, Gordon RD, Taylor PJ, et al. Are women more at risk of false-positive primary
aldosteronism screening and unnecessary suppression testing than men? J Clin Endocrinol Metab.


http://www.ncbi.nlm.nih.gov/pubmed/9221268?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9221268?tool=bestpractice.bmj.com
http://journals.lww.com/theendocrinologist/Abstract/2004/09000/The_Aldosterone_Renin_Ratio_in_Screening_for.7.aspx
http://journals.lww.com/theendocrinologist/Abstract/2004/09000/The_Aldosterone_Renin_Ratio_in_Screening_for.7.aspx
http://www.ncbi.nlm.nih.gov/pubmed/22147655?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22147655?tool=bestpractice.bmj.com
http://hyper.ahajournals.org/content/40/6/897.full
http://hyper.ahajournals.org/content/40/6/897.full
http://www.ncbi.nlm.nih.gov/pubmed/12468576?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12468576?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12354127?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12354127?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10715768?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10715768?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/6754149?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/6754149?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8396580?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8396580?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/95/7/3201/2596261
http://www.ncbi.nlm.nih.gov/pubmed/20427490?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/20427490?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/96/6/1797/2834422
https://academic.oup.com/jcem/article/96/6/1797/2834422
http://www.ncbi.nlm.nih.gov/pubmed/21411552?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21411552?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

n
Ll
S
<
w
oc
L
LL
w
oc

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

2011 Feb;96(2):E340-6. Full text (https://academic.oup.com/jcem/article/96/2/E340/2709561)
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/20962019?tool=bestpractice.bmj.com)

Ahmed AH, Gordon RD, Ward G, et al. Effect of combined hormonal replacement therapy
on the aldosterone/renin ratio in postmenopausal women. J Clin Endocrinol Metab.

2017 Jul 1;102(7):2329-34. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/283794747?
tool=bestpractice.bomj.com)

McKenna TJ, Sequeira SJ, Heffernan A, et al. Diagnosis under random conditions of all disorders
of the renin-angiotensin-aldosterone axis, including primary aldosteronism. J Clin Endocrinol
Metab. 1991 Nov;73(5):952-7. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/19395337?
tool=bestpractice.bomj.com)

Ahmed AH, Calvird M, Gordon RD, et al. Effects of two selective serotonin reuptake inhibitor
antidepressants, sertraline and escitalopram, on aldosterone/renin ratio in normotensive depressed
male patients. J Clin Endocrinol Metab. 2011 Apr;96(4):1039-45. Full text (https://academic.oup.com/
jcem/article/96/4/1039/2720852) Abstract (http://www.ncbi.nim.nih.gov/pubmed/212892467
tool=bestpractice.bomj.com)

Ahmed A, Gordon RD, Ward G, et al. Effect of moxonidine on the aldosterone/renin ratio in
healthy male volunteers. J Clin Endocrinol Metab. 2017 Jun 1;102(6):2039-43. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/28324033?tool=bestpractice.bmj.com)

Primary Aldosteronism Foundation. Step 2: confirmatory testing [internet publication]. Full text (https:/
primaryaldosteronism.org/step-2-confirmatory-testing)

Stowasser M, Ahmed AH, Cowley D, et al. Comparison of seated with recumbent saline

suppression testing for the diagnosis of primary aldosteronism. J Clin Endocrinol Metab. 2018 Nov
1;103(11):4113-24. Full text (https://academic.oup.com/jcem/article/103/11/4113/5098354) Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/30239841 ?tool=bestpractice.bmj.com)

Jonsson JR, Klemm SA, Tunny TJ, et al. A new genetic test for familial hyperaldosteronism type | aids
in the detection of curable hypertension. Biochem Biophys Res Commun. 1995 Feb 15;207(2):565-71.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/7864844?tool=bestpractice.bmj.com)

Stowasser M, Bachmann AW, Jonsson JR, et al. Clinical, biochemical and genetic approaches to the
detection of familial hyperaldosteronism type I. J Hypertens. 1995 Dec;13(12 Pt 2):1610-3. Abstract
(http://www.ncbi.nIm.nih.gov/pubmed/89036197?tool=bestpractice.bmj.com)

Mulatero P, Veglio F, Pilon C, et al. Diagnosis of glucocorticoid-remediable aldosteronism in primary
aldosteronism: aldosterone response to dexamethasone and long polymerase chain reaction for
chimeric gene. J Clin Endocrinol Metab. 1998 Jul;83(7):2573-5. Full text (https://academic.oup.com/
jcem/article/83/7/2573/2865742) Abstract (http://www.ncbi.nlm.nih.gov/pubmed/9661646?
tool=bestpractice.bomj.com)

Doppman JL, Gill JR Jr, Miller DL, et al. Distinction between hyperaldosteronism due to bilateral
hyperplasia and unilateral aldosteronoma: reliability of CT. Radiology. 1992 Sep;184(3):677-82.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/1509049?tool=bestpractice.bmj.com)


https://academic.oup.com/jcem/article/96/2/E340/2709561
http://www.ncbi.nlm.nih.gov/pubmed/20962019?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/20962019?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28379474?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28379474?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1939533?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1939533?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/96/4/1039/2720852
https://academic.oup.com/jcem/article/96/4/1039/2720852
http://www.ncbi.nlm.nih.gov/pubmed/21289246?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21289246?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28324033?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28324033?tool=bestpractice.bmj.com
https://primaryaldosteronism.org/step-2-confirmatory-testing
https://primaryaldosteronism.org/step-2-confirmatory-testing
https://academic.oup.com/jcem/article/103/11/4113/5098354
http://www.ncbi.nlm.nih.gov/pubmed/30239841?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/30239841?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7864844?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7864844?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8903619?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8903619?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/83/7/2573/2865742
https://academic.oup.com/jcem/article/83/7/2573/2865742
http://www.ncbi.nlm.nih.gov/pubmed/9661646?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9661646?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1509049?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/1509049?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

Young WF, Stanson AW, Thompson GB, et al. Role for adrenal venous sampling in primary
aldosteronism. Surgery. 2004 Dec;136(6):1227-35. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/15657580?tool=bestpractice.bmj.com)

Tsushima Y, Ishizaka H, Matsumoto M. Adrenal masses: differentiation with chemical shift, fast low-
angle shot MR imaging. Radiology. 1993 Mar;186(3):705-9. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/8430178?tool=bestpractice.bmj.com)

SERIELEEEL

Ganguly AG, Melada GA, Luetscher JA, et al. Control of plasma aldosterone in primary aldosteronism:
distinction between adenoma and hyperplasia. J Clin Endocrinol Metab. 1973 Nov;37(5):765-75.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/4356136 ?tool=bestpractice.bmj.com)

Wisgerhof M, Brown RD, Hogan MJ, et al. The plasma aldosterone response to angiotensin Il infusion
in aldosterone-producing adenoma and idiopathic hyperaldosteronism. J Clin Endocrinol Metab. 1981
Feb;52(2):195-8. Abstract (http://www.ncbi.nIm.nih.gov/pubmed/7462385?tool=bestpractice.omj.com)

Gordon RD, Hamlet SM, Tunny TJ, et al. Aldosterone-producing adenomas responsive to angiotensin
pose problems in diagnosis. Clin Exp Pharmacol Physiol. 1987 Mar;14(3):175-9. Abstract (http:/
www.ncbi.nim.nih.gov/pubmed/2822305?tool=bestpractice.bmj.com)

Gordon RD, Gomez-Sanchez CE, Hamlet SM, et al. Angiotensin-responsive aldosterone-
producing adenoma masquerades as idiopathic hyperaldosteronism (IHA: adrenal hyperplasia)
or low-renin essential hypertension. J Hypertens Suppl. 1987 Dec;5(5):S103-6. Abstract (http:/
www.ncbi.nim.nih.gov/pubmed/2832571 ?tool=bestpractice.bmj.com)

Daunt N. Adrenal vein sampling: how to make it quick, easy, and successful. Radiographics. 2005
Oct;25 Suppl 1:5143-58. Full text (http://pubs.rsna.org/doi/full/10.1148/rg.25si055514) Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/16227488?tool=bestpractice.bmj.com)

Yeung A, Friedmann P, In H, et al. Evaluation of adrenal vein sampling use and outcomes in patients
with primary aldosteronism. J Surg Res. 2020 Dec;256:673-9. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/32827833?tool=bestpractice.bmj.com)

Sun F, Hong Y, Zhang H, et al. Determination of adrenal hypersecretion in primary aldosteronism

without aldosterone-production adenomas. BMC Endocr Disord. 2021 May 31;21(1):114. Full text
(https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8167985) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/34059026?tool=bestpractice.bmj.com)

Yip L, Duh QY, Wachtel H, et al. American Association of Endocrine Surgeons guidelines for
adrenalectomy: executive summary. JAMA Surg. 2022 Oct 1;157(10):870-7. Full text (https:/
jamanetwork.com/journals/jamasurgery/fullarticle/2795363) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/359766227tool=bestpractice.bomj.com)

Powlson AS, Gurnell M, Brown MJ. Nuclear imaging in the diagnosis of primary aldosteronism. Curr
Opin Endocrinol Diabetes Obes. 2015 Jun;22(3):150-6. Full text (https://www.ncbi.nlm.nih.gov/
pmc/articles/PMC4405075) Abstract (http://www.ncbi.nim.nih.gov/pubmed/258719647
tool=bestpractice.bomj.com)


http://www.ncbi.nlm.nih.gov/pubmed/15657580?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15657580?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8430178?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8430178?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/4356136?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/4356136?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7462385?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2822305?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2822305?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2832571?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2832571?tool=bestpractice.bmj.com
http://pubs.rsna.org/doi/full/10.1148/rg.25si055514
http://www.ncbi.nlm.nih.gov/pubmed/16227488?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/16227488?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32827833?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32827833?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8167985
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8167985
http://www.ncbi.nlm.nih.gov/pubmed/34059026?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/34059026?tool=bestpractice.bmj.com
https://jamanetwork.com/journals/jamasurgery/fullarticle/2795363
https://jamanetwork.com/journals/jamasurgery/fullarticle/2795363
http://www.ncbi.nlm.nih.gov/pubmed/35976622?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/35976622?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4405075
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4405075
http://www.ncbi.nlm.nih.gov/pubmed/25871964?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/25871964?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

103. O'Shea PM, O'Donoghue D, Bashari W, et al. ' C-Metomidate PET/CT is a useful adjunct for
lateralization of primary aldosteronism in routine clinical practice. Clin Endocrinol (Oxf). 2019
May;90(5):670-9. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/30721535?tool=bestpractice.bomj.com)

104. Litchfield WR, Dluhy RG. Primary aldosteronism. Endocrinol Metab Clin North Am.
1995 Sep;24(3):593-612. Abstract (http://www.ncbi.nim.nih.gov/pubmed/85754117
tool=bestpractice.bomj.com)

n
Ll
S
<
w
oc
L
LL
w
oc

105. Stowasser M, Gordon RD, Gunasekera TG, et al. High rate of detection of primary aldosteronism,
including surgically treatable forms, after 'non-selective' screening of hypertensive patients. J
Hypertens. 2003 Nov;21(11):2149-57. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/145978597
tool=bestpractice.bomj.com)

106. Fommei E, Ghione S, Ripoli A, et al. The ovarian cycle as a factor of variability in the laboratory
screening for primary aldosteronism in women. J Hum Hypertens. 2009 Feb;23(2):130-5. Abstract
(http://www.ncbi.nIm.nih.gov/pubmed/18769443?tool=bestpractice.bmj.com)

107. Wu S, Yang J, Hu J, et al. Confirmatory tests for the diagnosis of primary aldosteronism: a
systematic review and meta-analysis. Clin Endocrinol (Oxf). 2019 May;90(5):641-8. Full text
(https://onlinelibrary.wiley.com/doi/10.1111/cen.13943) Abstract (http://www.ncbi.nim.nih.gov/
pubmed/30721529?tool=bestpractice.bmj.com)

108. Kempers MJ, Lenders JW, van Outheusden L, et al. Systematic review: diagnostic procedures
to differentiate unilateral from bilateral adrenal abnormality in primary aldosteronism. Ann Intern
Med. 2009 Sep 1;151(5):329-37. Abstract (http://www.ncbi.nim.nih.gov/pubmed/197210217?
tool=bestpractice.bomj.com)

109. Doppman JL, Gill JR. Hyperaldosteronism: sampling the adrenal veins. Radiology.
1996 Feb;198(2):309-12. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/85968217
tool=bestpractice.bmj.com)

110. Goupil R, Wolley M, Ahmed AH, et al. Does concomitant autonomous adrenal cortisol overproduction
have the potential to confound the interpretation of adrenal venous sampling in primary
aldosteronism? Clin Endocrinol (Oxf). 2015 Oct;83(4):456-61. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/25683582?tool=bestpractice.bmj.com)

111. Ulick S, Chu MD. Hypersecretion of a new corticosteroid, 18-hydroxycortisol in two types of
adrenocortical hypertension. Clin Exp Hypertens A. 1982;4(9-10):1771-7. Abstract (http://
www.ncbi.nim.nih.gov/pubmed/7139974?tool=bestpractice.bmj.com)

112. Stowasser M, Gordon RD. Monogenic mineralocorticoid hypertension. Best Pract Res Clin
Endocrinol Metab. 2006 Sep;20(3):401-20. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/169802027
tool=bestpractice.bmj.com)

113. Stowasser M, Wolley M, Wu A, et al Pathogenesis of familial hyperaldosteronism type Il: new
concepts involving anion channels. Curr Hypertens Rep. 2019 Apr 4;21(4):31. Abstract (http://
www.ncbi.nim.nih.gov/pubmed/30949771 ?tool=bestpractice.bmj.com)


http://www.ncbi.nlm.nih.gov/pubmed/30721535?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8575411?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8575411?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/14597859?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/14597859?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18769443?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18769443?tool=bestpractice.bmj.com
https://onlinelibrary.wiley.com/doi/10.1111/cen.13943
https://onlinelibrary.wiley.com/doi/10.1111/cen.13943
http://www.ncbi.nlm.nih.gov/pubmed/30721529?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/30721529?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/19721021?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/19721021?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8596821?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8596821?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/25683582?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/25683582?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7139974?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7139974?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/16980202?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/16980202?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/30949771?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/30949771?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

Celen O, O'Brien MJ, Melby JC, et al. Factors influencing outcome of surgery for primary
aldosteronism. Arch Surg. 1996 Jun;131(6):646-50. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/8645073?tool=bestpractice.bmj.com)

Rutherford JC, Taylor WL, Stowasser M, et al. Success of surgery in primary aldosteronism judged by
residual autonomous aldosterone production. World J Surg. 1998 Dec;22(12):1243-5. Abstract (http:/
www.ncbi.nlm.nih.gov/pubmed/9841751 ?tool=bestpractice.bmj.com)

SERIELEEEL

Stowasser M, Klemm SA, Tunny TJ, et al. Response to unilateral adrenalectomy for aldosterone-
producing adenoma - effect of potassium levels and angiotensin responsiveness. Clin Exp
Pharmacol Physiol. 1994 Apr;21(4):319-22. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/7923899?
tool=bestpractice.bomj.com)

Rutherford JC, Stowasser M, Tunny TJ, et al. Laparoscopic adrenalectomy. World J Surg. 1996
Sep;20(7):758-60. Abstract (http://www.ncbi.nim.nih.gov/pubmed/8678947 ?tool=bestpractice.bmj.com)

Kaye DR, Storey BB, Pacak K, et al. Partial adrenalectomy: underused first line therapy for
small adrenal tumors. J Urol. 2010 Jul;184(1):18-25. Abstract (http://www.ncbi.nim.nih.gov/
pubmed/20546805?tool=bestpractice.bmj.com)

Kosaka K, Onoda N, Ishikawa T, et al. Case report: laparoscopic adrenalectomy on a patient
with primary aldosteronism during pregnancy. Endocr J. 2006 Aug;53(4):461-6. Full text (https:/
www.jstage.jst.go.jp/article/endocrj/advpub/0/advpub_0_0607040004/_pdf) Abstract (http:/
www.ncbi.nim.nih.gov/pubmed/16820705?tool=bestpractice.bmj.com)

Lim PO, Jung RT, MacDonald TM. Raised aldosterone to renin ratio predicts antihypertensive efficacy
of spironolactone: a prospective cohort follow-up study. Br J Clin Pharmacol. 1999 Nov;48(5):756-60.
Full text (http://onlinelibrary.wiley.com/doi/10.1046/j.1365-2125.1999.00070.x/full) Abstract (http://
www.ncbi.nim.nih.gov/pubmed/105944797tool=bestpractice.bmj.com)

Lim PO, Young WF, MacDonald TM. A review of the medical treatment of primary aldosteronism.
J Hypertens. 2001 Mar;19(3):353-61. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/112888037?
tool=bestpractice.bmj.com)

Pitt B, Zannad F, Remme WJ, et al. The effect of spironolactone on morbidity and mortality in patients
with severe heart failure. N Engl J Med. 1999 Sep 2;341(10):709-17. Full text (http://www.nejm.org/
doi/full/10.1056/NEJM199909023411001#t=article) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/10471456?tool=bestpractice.bmj.com)

Zannad F, Alla F, Dousset B, et al; Rales Investigators. Limitation of excessive extracellular matrix
turnover may contribute to survival benefit of spironolactone therapy in patients with congestive heart
failure: insights from the randomized aldactone evaluation study (RALES). Circulation. 2000 Nov
28;102(22):2700-6. Full text (http://circ.ahajournals.org/content/102/22/2700.full) Abstract (http://
www.ncbi.nim.nih.gov/pubmed/110940357?tool=bestpractice.bmj.com)

Catena C, Colussi GL, Lapenna R, et al. Long-term cardiac effects of adrenalectomy or
mineralocorticoid antagonists in patients with primary aldosteronism. Hypertension. 2007


http://www.ncbi.nlm.nih.gov/pubmed/8645073?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8645073?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9841751?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9841751?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7923899?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7923899?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8678947?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/20546805?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/20546805?tool=bestpractice.bmj.com
https://www.jstage.jst.go.jp/article/endocrj/advpub/0/advpub_0_0607040004/_pdf
https://www.jstage.jst.go.jp/article/endocrj/advpub/0/advpub_0_0607040004/_pdf
http://www.ncbi.nlm.nih.gov/pubmed/16820705?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/16820705?tool=bestpractice.bmj.com
http://onlinelibrary.wiley.com/doi/10.1046/j.1365-2125.1999.00070.x/full
http://onlinelibrary.wiley.com/doi/10.1046/j.1365-2125.1999.00070.x/full
http://www.ncbi.nlm.nih.gov/pubmed/10594479?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10594479?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11288803?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11288803?tool=bestpractice.bmj.com
http://www.nejm.org/doi/full/10.1056/NEJM199909023411001#t=article
http://www.nejm.org/doi/full/10.1056/NEJM199909023411001#t=article
http://www.ncbi.nlm.nih.gov/pubmed/10471456?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10471456?tool=bestpractice.bmj.com
http://circ.ahajournals.org/content/102/22/2700.full
http://www.ncbi.nlm.nih.gov/pubmed/11094035?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11094035?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

n
Ll
S
<
w
oc
L
LL
w
oc

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

Nov;50(5):911-8. Full text (http://hyper.ahajournals.org/content/50/5/911.full) Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/178933757tool=bestpractice.bmj.com)

White WB, Duprez D, St Hillaire R, et al. Effects of the selective aldosterone blocker eplerenone
versus the calcium antagonist amlodipine in systolic hypertension. Hypertension. 2003
May;41(5):1021-6. Full text (http://hyper.ahajournals.org/content/41/5/1021.full) Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/12682082?tool=bestpractice.bmj.com)

Pitt B, Remme W, Zannad F, et al; Eplerenone Post-Acute Myocardial Infarction Heart Failure Efficacy
and Survival Study Investigators. Eplerenone, a selective aldosterone blocker, in patients with left
ventricular dysfunction after myocardial infarction. N Engl J Med. 2003 Apr 3;348(14):1309-21.

Full text (http://www.nejm.org/doi/full/10.1056/NEJMoa030207#t=article) Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/12668699?tool=bestpractice.bmj.com)

Karagiannis A, Tziomalos K, Papageorgiou A, et al. Spironolactone versus eplerenone for the
treatment of idiopathic hyperaldosteronism. Expert Opin Pharmacother. 2008 Mar;9(4):509-15.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/18312153?tool=bestpractice.bmj.com)

Parthasarathy HK, Ménard J, White WB, et al. A double-blind, randomized study comparing the
antihypertensive effect of eplerenone and spironolactone in patients with hypertension and evidence
of primary aldosteronism. J Hypertens. 2011 May;29(5):980-90. Abstract (http://www.ncbi.nim.nih.gov/
pubmed/21451421?tool=bestpractice.bmj.com)

Kaplan NM. Primary aldosteronism: evidence against a second epidemic. J Hypertens.
2012 Oct;30(10):1899-902. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/229296087
tool=bestpractice.bomj.com)

Funder JW. Ultimately we are in furious agreement. J Hypertens. 2012 Oct;30(10):1903-5. Abstract
(http://www.ncbi.nim.nih.gov/pubmed/22929609?tool=bestpractice.bmj.com)

Walker BR, Edwards CR. Dexamethasone-suppressible hypertension. Endocrinologist. 1993
Mar;3(2):87-97. Full text (http://journals.lww.com/theendocrinologist/Abstract/1993/03000/
Dexamethasone_Suppressible_Hypertension_.3.aspx)

Stowasser M, Bachmann AW, Huggard PJ, et al. Treatment of familial hyperaldosteronism type I: only
partial suppression of hybrid gene required to correct hypertension. J Clin Endocrinol Metab. 2000
Sep;85(9):3313-8. Full text (https://academic.oup.com/jcem/article/85/9/3313/2660633) Abstract
(http://www.ncbi.nIm.nih.gov/pubmed/10999827 ?tool=bestpractice.bmj.com)

Zennaro MC, Boulkroun S, Fernandes-Rosa FL. Pathogenesis and treatment of primary
aldosteronism. Nat Rev Endocrinol. 2020 Oct;16(10):578-89. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/32724183?tool=bestpractice.bmj.com)

Lenzini L, Prisco S, Caroccia B, Rossi GP. Saga of familial hyperaldosteronism: yet a new channel.
Hypertension. 2018 Jun;71(6):1010-4. Full text (https://www.ahajournals.org/doi/10.1161/
HYPERTENSIONAHA.118.11150) Abstract (http://www.ncbi.nlm.nih.gov/pubmed/297356377?
tool=bestpractice.bomj.com)


http://hyper.ahajournals.org/content/50/5/911.full
http://www.ncbi.nlm.nih.gov/pubmed/17893375?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/17893375?tool=bestpractice.bmj.com
http://hyper.ahajournals.org/content/41/5/1021.full
http://www.ncbi.nlm.nih.gov/pubmed/12682082?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12682082?tool=bestpractice.bmj.com
http://www.nejm.org/doi/full/10.1056/NEJMoa030207#t=article
http://www.nejm.org/doi/full/10.1056/NEJMoa030207#t=article
http://www.ncbi.nlm.nih.gov/pubmed/12668699?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12668699?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18312153?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/18312153?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21451421?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21451421?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22929608?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22929608?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22929609?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22929609?tool=bestpractice.bmj.com
http://journals.lww.com/theendocrinologist/Abstract/1993/03000/Dexamethasone_Suppressible_Hypertension_.3.aspx
http://journals.lww.com/theendocrinologist/Abstract/1993/03000/Dexamethasone_Suppressible_Hypertension_.3.aspx
https://academic.oup.com/jcem/article/85/9/3313/2660633
http://www.ncbi.nlm.nih.gov/pubmed/10999827?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10999827?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32724183?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/32724183?tool=bestpractice.bmj.com
https://www.ahajournals.org/doi/10.1161/HYPERTENSIONAHA.118.11150
https://www.ahajournals.org/doi/10.1161/HYPERTENSIONAHA.118.11150
http://www.ncbi.nlm.nih.gov/pubmed/29735637?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29735637?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

Delyani JA. Mineralocorticoid receptor antagonists: the evolution of utility and pharmacology.
Kidney Int. 2000 Apr;57(4):1408-11. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/107600757
tool=bestpractice.bomj.com)

Vaidya A, Hundemer GL, Nanba K, et al. Primary aldosteronism: state-of-the-art review.
Am J Hypertens. 2022 Dec 8;35(12):967-88. Full text (https://academic.oup.com/ajh/
article/35/12/967/6620780) Abstract (http://www.ncbi.nlm.nih.gov/pubmed/357674597
tool=bestpractice.bomj.com)

SERIELEEEL

Mulatero P, Wuerzner G, Groess| M, et al. Safety and efficacy of once-daily dexfadrostat phosphate

in patients with primary aldosteronism: a randomised, parallel group, multicentre, phase 2 trial.
EClinicalMedicine. 2024 Apr 6;71:102576. Full text (https://www.thelancet.com/journals/eclinm/article/
P11S2589-5370(24)00155-X/fulltext) Abstract (http://www.ncbi.nIm.nih.gov/pubmed/386182047
tool=bestpractice.bmj.com)

Amar L, Azizi M, Menard J, et al. Sequential comparison of aldosterone synthase inhibition and
mineralocorticoid blockade in patients with primary aldosteronism. J Hypertens. 2013 Mar;31(3):624-9.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/23314743?tool=bestpractice.bmj.com)

Ando H. Inhibition of aldosterone synthase: does this offer advantages compared with the
blockade of mineralocorticoid receptors? Hypertens Res. 2023 Apr;46(4):1056-7. Full text (https://
www.nature.com/articles/s41440-023-01188-z)

Scholl Ul, Abriola L, Zhang C, et al. Macrolides selectively inhibit mutant KCNJ5 potassium channels
that cause aldosterone-producing adenoma. J Clin Invest. 2017 Jun 30;127(7):2739-50. Full text
(https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5490757) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/28604387 ?tool=bestpractice.bmj.com)

Caroccia B, Prisco S, Seccia TM, et al. Macrolides blunt aldosterone biosynthesis: a proof-of-concept
study in KCNJ5 mutated adenoma cells ex vivo. Hypertension. 2017 Dec;70(6):1238-42. Full text
(https://www.ahajournals.org/doi/full/10.1161/HYPERTENSIONAHA.117.10226) Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/28993452?tool=bestpractice.bmj.com)

Maiolino G, Ceolotto G, Battistel M, et al. Macrolides for KCNJ5-mutated aldosterone-producing
adenoma (MAPA): design of a study for personalized diagnosis of primary aldosteronism.
Blood Press. 2018 Aug;27(4):200-5. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/294093577?
tool=bestpractice.bomj.com)

Reimer EN, Walenda G, Seidel E, et al. CACNA1H(M1549V) mutant calcium channel causes
autonomous aldosterone production in HAC15 cells and is inhibited by mibefradil. Endocrinology. 2016
Aug;157(8):3016-22. Full text (https://academic.oup.com/endo/article/157/8/3016/2422350) Abstract
(http://www.ncbi.nIm.nih.gov/pubmed/27258646 ?tool=bestpractice.bmj.com)

Kuo CC, Wu VC, Tsai CW, et al. Relative kidney hyperfiltration in primary aldosteronism: a
meta-analysis. J Renin Angiotensin Aldosterone Syst. 2011 Jun;12(2):113-22. Full text (http://
journals.sagepub.com/doi/pdf/10.1177/1470320310391331) Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/21436207 ?tool=bestpractice.bmj.com)


http://www.ncbi.nlm.nih.gov/pubmed/10760075?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/10760075?tool=bestpractice.bmj.com
https://academic.oup.com/ajh/article/35/12/967/6620780
https://academic.oup.com/ajh/article/35/12/967/6620780
http://www.ncbi.nlm.nih.gov/pubmed/35767459?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/35767459?tool=bestpractice.bmj.com
https://www.thelancet.com/journals/eclinm/article/PIIS2589-5370(24)00155-X/fulltext
https://www.thelancet.com/journals/eclinm/article/PIIS2589-5370(24)00155-X/fulltext
http://www.ncbi.nlm.nih.gov/pubmed/38618204?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/38618204?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23314743?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23314743?tool=bestpractice.bmj.com
https://www.nature.com/articles/s41440-023-01188-z
https://www.nature.com/articles/s41440-023-01188-z
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5490757
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5490757
http://www.ncbi.nlm.nih.gov/pubmed/28604387?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28604387?tool=bestpractice.bmj.com
https://www.ahajournals.org/doi/full/10.1161/HYPERTENSIONAHA.117.10226
https://www.ahajournals.org/doi/full/10.1161/HYPERTENSIONAHA.117.10226
http://www.ncbi.nlm.nih.gov/pubmed/28993452?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/28993452?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29409357?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29409357?tool=bestpractice.bmj.com
https://academic.oup.com/endo/article/157/8/3016/2422350
http://www.ncbi.nlm.nih.gov/pubmed/27258646?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/27258646?tool=bestpractice.bmj.com
http://journals.sagepub.com/doi/pdf/10.1177/1470320310391331
http://journals.sagepub.com/doi/pdf/10.1177/1470320310391331
http://www.ncbi.nlm.nih.gov/pubmed/21436207?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/21436207?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

n
TT]
S
<
L
o
1]
LL
w
o

145. Akehi Y, Yanase T, Motonaga R, et al. High prevalence of diabetes in patients with primary

146.

aldosteronism (PA) associated with subclinical hypercortisolism and prediabetes more prevalent

in bilateral than unilateral PA: a large, multicenter cohort study in Japan. Diabetes Care. 2019
May;42(5):938-45. Full text (https://diabetesjournals.org/care/article/42/5/938/40499/High-
Prevalence-of-Diabetes-in-Patients-With) Abstract (http://www.ncbi.nlm.nih.gov/pubmed/310109447?
tool=bestpractice.bomj.com)

Reincke M, Meisinger C, Holle R, et al. Is primary aldosteronism associated with diabetes mellitus?
results of the German Conn's Registry. Horm Metab Res. 2010 Jun;42(6):435-9. Abstract (http:/
www.ncbi.nlm.nih.gov/pubmed/20119885?tool=bestpractice.bmj.com)


https://diabetesjournals.org/care/article/42/5/938/40499/High-Prevalence-of-Diabetes-in-Patients-With
https://diabetesjournals.org/care/article/42/5/938/40499/High-Prevalence-of-Diabetes-in-Patients-With
http://www.ncbi.nlm.nih.gov/pubmed/31010944?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/31010944?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/20119885?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/20119885?tool=bestpractice.bmj.com
https://bestpractice.bmj.com

Images

CImi

Figure 1: Aldosterone-producing adenoma

From the personal collection of Dr Michael Stowasser; used with permission
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Figure 2: Hybrid CYP11B1/CYP11B2 gene responsible for ACTH-regulated aldosterone overproduction in
FH-1

From the personal collection of Dr Michael Stowasser; used with permission
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Figure 3: CT showing lesion in right adrenal gland in patient with right aldosterone-producing adenoma
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Figure 4: Computed tomography (CT) showing lesion in right adrenal gland in patient with bilateral adrenal
hyperplasia
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Figure 5: Computed tomography (CT) showing lesion in right adrenal gland in patient with right aldosterone-
producing adenoma
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Left CV PV Right CV PV

Aldosterane (ng%) Sho 21.3 1496 21.4
Cortisal (pg%) 183 16.6 1120 16.5
ASC ratio 5.3 1.3 1.3 1.3

Adrenal/peripheral cortisol gradients exceed 3.0 on both sides,
confirming adequate sampling of both adrenal veins. Adrenal venous
aldosteronefcortisal ratios are significantly higher than peripheral an
the left but naot the right side, consistent with lateralization of
aldosterone production to the left.

Figure 6: Adrenal venous sampling results from patient with left aldosterone-producing adenoma
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advocate or endorse the use of any drug or therapy contained within this publication nor does it diagnose
patients. As a medical professional you retain full responsibility for the care and treatment of your patients
and you should use your own clinical judgement and expertise when using this product.

This content is not intended to cover all possible diagnosis methods, treatments, follow up, drugs and any
contraindications or side effects. In addition, since such standards and practices in medicine change as

new data become available, you should consult a variety of sources. We strongly recommend that you
independently verify specified diagnosis, treatments and follow-up and ensure it is appropriate for your
patient within your region. In addition, with respect to prescription medication, you are advised to check the
product information sheet accompanying each drug to verify conditions of use and identify any changes in
dosage schedule or contraindications, particularly if the drug to be administered is new, infrequently used, or
has a narrow therapeutic range. You must always check that drugs referenced are licensed for the specified
use and at the specified doses in your region.

Information included in BMJ Best Practice is provided on an “as is” basis without any representations,
conditions or warranties that it is accurate and up to date. BMJ and its licensors and licensees assume no
responsibility for any aspect of treatment administered to any patients with the aid of this information. To
the fullest extent permitted by law, BMJ and its licensors and licensees shall not incur any liability, including
without limitation, liability for damages, arising from the content. All conditions, warranties and other terms
which might otherwise be implied by the law including, without limitation, the warranties of satisfactory
quality, fitness for a particular purpose, use of reasonable care and skill and non-infringement of proprietary
rights are excluded.

Where BMJ Best Practice has been translated into a language other than English, BMJ does not warrant the
accuracy and reliability of the translations or the content provided by third parties (including but not limited to
local regulations, clinical guidelines, terminology, drug names and drug dosages). BMJ is not responsible for
any errors and omissions arising from translation and adaptation or otherwise.Where BMJ Best Practice lists
drug names, it does so by recommended International Nonproprietary Names (rINNs) only. It is possible that
certain drug formularies might refer to the same drugs using different names.

Please note that recommended formulations and doses may differ between drug databases drug names and
brands, drug formularies, or locations. A local drug formulary should always be consulted for full prescribing
information.

Treatment recommendations in BMJ Best Practice are specific to patient groups. Care is advised when
selecting the integrated drug formulary as some treatment recommendations are for adults only, and external
links to a paediatric formulary do not necessarily advocate use in children (and vice-versa). Always check
that you have selected the correct drug formulary for your patient.

Where your version of BMJ Best Practice does not integrate with a local drug formulary, you should consult
a local pharmaceutical database for comprehensive drug information including contraindications, drug
interactions, and alternative dosing before prescribing.

Interpretation of numbers

Regardless of the language in which the content is displayed, numerals are displayed according to the
original English-language numerical separator standard. For example 4 digit numbers shall not include a
comma nor a decimal point; numbers of 5 or more digits shall include commas; and numbers stated to be
less than 1 shall be depicted using decimal points. See Figure 1 below for an explanatory table.

BMJ accepts no responsibility for misinterpretation of numbers which comply with this stated numerical
separator standard.

This approach is in line with the guidance of the International Bureau of Weights and Measures Service.

Figure 1 — BMJ Best Practice Numeral Style
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