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Sustaining the momentum: Negative cross-sectional imaging for 

primary hyperaldosteronism should not preclude endocrine surgical 

referral ✩ 
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o the Editors: 

Primary hyperaldosteronism (PA) has been increasingly recog-

ized as a factor in medication-refractory hypertension, believed

o be present in approximately 10%–20% of the hypertensive pop-

lation. 1 With 46% of adults 18 years or older in the United States

equivalent to 103 million individuals) diagnosed with hyperten-

ion, 2 it is likely that many patients with a surgically correctable

ause for hypertension go untreated and risk ongoing end-organ

amage. 

In most cases a patient’s journey to the surgical consultation

ffice is compulsorily routed through an endocrinologist, cardiol-

gist, primary care physician, or others. Although there has been

o study of referring physicians on which to base these assertions,

here are likely a handful of reasons that patients with PA may

ot get referred for surgical evaluation. First, the significant preva-

ence of PA among hypertensive patients may be unknown because

A was once considered to be a rare cause of hypertension, so the

ecessary biochemical testing used to secure a diagnosis may not

e considered or obtained. Second, once a biochemical diagnosis

as been made, patients may not be referred for surgical care if

ross-sectional imaging does not produce convincing evidence of

nilateral disease. With PA, as with primary hyperparathyroidism,

 vague or inconclusive imaging result can often represent the ter-

inal branch of the algorithm tree leading to surgical consulta-

ion. Given that patients with bilateral disease in PA are optimally

reated with medical therapy, this rationale can make sense on the

urface. 

However, the paper by Wachtel et al 3 provides further evi-

ence about this second group of patients who are less likely to

e referred for surgery. Their question addresses whether patients

ith a biochemical diagnosis of PA but no evidence of a unilat-

ral adrenal adenoma on computed tomography (CT) benefit from

drenalectomy. This study found that a large subset of patients do

ot have an identifiable adenoma on cross-sectional imaging but

re ultimately found to have unilateral disease with the addition

f adrenal vein sampling. 

The literature is replete with studies that support the use of

drenal vein sampling (AVS) in all patients with a biochemical di-
✩ Presented at the 39th Annual Meeting of the American Association of Endocrine 
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gnosis of PA, resulting in up to 50% of patients having a change

n surgical management strategy. 4 In addition, AVS has been rec-

mmended for the large majority of patients with PA in guide-

ines from the Endocrine Society. 5 Thus although an initial CT scan

r magnetic resonance imaging may not indicate a visible ade-

oma, there remains a subset of this population who will prove

o have subcentimeter disease that may not be readily identifiable

n imaging but underlies the biochemical abnormality. At present

he best way to secure this diagnosis and recommend the most

ppropriate therapy is performance of AVS. 

This paper also provides further evidence for the utility of AVS

n patients younger than age 40 years. Ongoing controversy has

entered on whether this invasive diagnostic technique is neces-

ary in this population, and data from this study continue to in-

icate that it remains a key diagnostic element. More specifically,

he authors found that that although the positive predictive value

f CT scanning for localization of an adrenal mass in the context

f PA was higher in patients younger than 40 years compared with

he study population as a whole (84.4% vs 67.7%), foregoing AVS

ould have resulted in an unacceptable number of patients being

uboptimally treated. Particularly at centers where performance of

his technique is reliable, it provides enhanced certainty that a

hosen treatment strategy will result in exceptional outcomes for

he patient. 

The authors of the present study found that patients without a

ocalizing mass on CT required significantly more medications to

emain normotensive postoperatively and experienced a partial re-

ersal of short-term improvements. These findings should not be

 cause for confusion about which patients should or should not

ndergo adrenalectomy. Given the retrospective study design, it

s difficult to feel confident that the groups being compared are

ot different in some unmeasured or incorrectly reported variable,

uch as the duration of time patients have had hypertension be-

ore PA diagnosis, which can lead to enhanced peripheral vascular

esistance and worsened hypertension. 

In addition, the definition of success for adrenalectomy in PA is

ontroversial. Although Wachtel et al 3 used published definitions

or clinical success based on blood pressure measurement, they

ould likely be reporting different results if the Primary Aldostero-

ism Surgical Outcome criteria 6 were used. Although these criteria

rovide a standardized framework for reporting of adrenalectomy

utcomes in PA, the complete cure rates reported are strikingly

ow, likely because clinical cure requires the patient to no longer
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need any antihypertensives. This is problematic because it is well

documented that hypertension is an almost universally multifacto-

rial phenomenon. Thus we assert that long-term operative success

should be defined not by blood pressure measurement or use of

antihypertensive medications but by normalization of the hormone

levels used for biochemical diagnosis preoperatively, although we

recognize that these data have not been readily available in long-

term follow-up. 

Further study is needed to examine rates of hormone nor-

malization over the long-term postoperative period. Such evalu-

ation would add a higher degree of precision to the discussion

about whether unilateral adrenalectomy for PA is worthwhile in

the group of patients with unilateral adrenal masses not local-

ized on cross-sectional imaging but identified through adrenal vein

sampling. 
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