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Abstract

Objective: Severity classifications are essential for many diseases to prioritize patient management tasks such as diagnosis, treatment, and
follow-up. Primary aldosteronism (PA), a common cause of secondary hypertension, lacks a standardized severity scale despite generally
requiring invasive diagnostics like adrenal venous sampling (AVS). This study aimed to develop a global expert consensus-based classification
for PA severity to improve clinical decision-making.

Methods: A panel of 45 international experts from 40 centers across four continents used the Delphi method to create a consensus severity
classification for PA. This classification was then applied retrospectively to 25693 PA patients from 26 centers to assess its association with
the disease subtype.

Results: After four rounds, the Primary Aldosteronism Severity Classification (PASC), which integrates biochemical and clinical parameters including
serum potassium, blood pressure, and basal plasma aldosterone concentration, was established. Primary Aldosteronism Severity Classification
classifies PA into mild (3 and 4 points), moderate (5-7 points), and severe (8 and 9 points). Among the cohort from 26 centers, 13.9%, 63.0%, and
23.1% were classified as mild, moderate, and severe, respectively, aligning with lateralized subtype prevalence rates of 14.7%, 44.6%, and 72.6%.

Conclusion: Primary Aldosteronism Severity Classification is a newly developed simplified, semi-quantitative classification of PA severity. The
correlation between PASC and lateralized PA subtype supports its potential to provide graded recommendations of AVS prior to surgical indication
in each patient.

Keywords: primary aldosteronism, hypertension, expert consensus, severity classification, adrenal venous sampling
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Primary aldosteronism (PA) is a prevalent cause of secondary hypertension, with severity ranging from mild to severe. Adrenal
venous sampling (AVS), the gold standard for subtype diagnosis, but faces challenges of patient burden due to invasiveness,
cost, and limited availability. Here, we developed the Primary Aldosteronism Severity Classification through a Delphi consensus
process involving 45 experts across 40 centers globally. Primary Aldosteronism Severity Classification integrates clinical and bio-
chemical parameters to classify PA severity as mild, moderate, or severe, correlating with the likelihood of a lateralized subtype.
We propose a severity-based, graded recommendation for AVS indication: weak for mild, moderate for moderate, and strong for
severe cases. This framework could optimize PA management, improve diagnostic efficiency, and reduce patient burden.

Introduction

Primary aldosteronism (PA) is a prevalent cause of secondary
hypertension and its manifestations might vary from mild to
severe clinical manifestations, occasionally requiring immedi-
ate medical attention (ie, in the case of severe hypokalemia or
severe blood pressure elevation). Experts in endocrinology or
adrenal diseases currently use clinical skills empirically devel-
oped from their experience to evaluate the patient’s clinical
presentation, assess its severity and diagnostic and treatment
strategies. Since many hypertensive patients are treated by
general physicians, clinical guidelines have been developed
to standardize care. These guidelines outline patient screening,
confirmatory testing, subtype diagnosis, and treatment op-
tions like adrenalectomy or mineralocorticoid receptor antag-
onists (MRAs)-based medication.'™

Once diagnosis of PA has been reached through confirma-
tory testing, the subsequent step in the management of the dis-
ease is to decide whether the patient would require surgery or
only medical therapy. This decision depends on whether al-
dosterone hypersecretion is caused by lateralized or bilateral
adrenal disease. While computed tomography (CT) scans usu-
ally help answer this, small adenomas or bilateral hyperplasia
may not be detectable. Additionally, CT’s diagnostic value is
limited due to the high frequency of adrenal incidentalomas.’
As a result, adrenal venous sampling (AVS) is recommended in
almost all cases as the criterion standard for subtype
diagnosis.'™* However, AVS is an invasive procedure associ-
ated with various challenges, including limited availability,
technical difficulties, healthcare costs, radiation exposure,
and the complexity of result interpretation. Moreover, as dem-
onstrated in the AVSTAT study, many cases undergoing AVS
are bilateral, and even unilateral cases often subjected to tar-
geted medication.® Although it is generally recognized that bi-
lateral involvement is more common in milder cases, and
lateralized involvement is more common in severe cases,’
standardized severity classification has not yet been estab-
lished. This is an important issue as the presence of severity
classification might support recommendation with graded
strength for AVS.

Through the current ES-PASC project of gathering opinions
and achieving expert consensus, we propose a severity classifi-
cation of PA, with the scope of refining and enhancing the qual-
ity of clinical practice for PA, supporting clinicians in their
clinical decisions and standardize the approach to PA patients
across multiple countries. The survey summarized the opinions
of experts from referral centers in the European Network for
the Study of Adrenal Tumors (ENS@T) and Japan as the
Expert Consensus on the Primary Aldosteronism Severity
Classification (EC-PASC).

Methods

Using the Delphi method, we conducted the EC-PASC study as
a multinational, multicenter questionnaire-based survey. The
project was proposed at the ENS@T meeting in October
2023, and a total of 40 centers from four continents (Europe,
North America, South America, and Asia) affiliated with
ENS@T were recruited. The steering and the rating groups
were formed (Table S1). The steering group developed and de-
livered questionnaires to the rating group, collecting partici-
pants’ answers and comments. The steering group aggregated
the experts’ opinions and, when opinions diverged, further
questions were developed to include all different views and
reach points of agreement in subsequent rounds. Through these
repeated rounds, opinions gradually converged, and consensus
was formed based on the majority vote. In October 2023, a
Google Forms survey was conducted to establish a severity clas-
sification concept, assessing expert views on its importance,
class count, taxonomy, and classification factors. The responses
informed Round 2 (December 2023), where additional ques-
tions focused on timing, variable combinations, and grading
methods for serum potassium, hypertension, and aldosterone
status. Round 3 (January 2024) refined these grading details
based on expert feedback. By March 2024, the steering group
finalized the severity classification, integrating feedback on
managing additional factors collected up to Round 4. The de-
tails of the questionnaires are described elsewhere (Table S2).

Application of EC-PASC to the cohort of PA
patients

Among the participating centers, 26 centers from Europe,
North and South America, Southeast Asia, and Japan pro-
vided data in response to our request. The data were collected
within the prospective registries, with the information gather-
ing period ranging from January 2004 to June 2024 and ana-
lyzed retrospectively in each center. PA was diagnosed in
accordance with guidelines'™* in each center. A correlation be-
tween the PASC and the subtype diagnosis was investigated in
PA patients with lateralized diagnosis, based on the protocol
of individual center (Table S3). A commonly recommended
parameter for lateralization is the AVS lateralization index,
which is calculated as the ratio of aldosterone to cortisol con-
centrations in the dominant adrenal vein compared to the non-
dominant adrenal vein, measured with or without ACTH
stimulation. Approval from local ethics committees was ob-
tained to analyze patient data in all centers. The differences
in lateralized proportions among the forms of PASC were an-
alyzed using the Kruskal-Wallis test, followed by post hoc
Bonferroni analysis to account for their skewed distribution.
The study was conducted in accordance with the principles
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A The taxonomy of severity classification. B The factors needed for severity classification.
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Figure 1. Questionnaires results: the taxonomy of severity classification (A), the factors needed for severity classification (B), the optimal combination of
factors for severity classification (C), the comparison between the combination of “Serum K, Blood pressure, and PAC status” and “Serum K, Blood

pressure, PAC status, and cardiovascular complications (D)".

of the Declaration of Helsinki. The overall coordination of the
study was reviewed and approved by the ethics committee of
Ijinkai Takeda General Hospital (Kyoto, Japan).

Results

The basic concept of severity classification

Initially, we inquired from the experts whether establishing se-
verity criteria is beneficial for the clinical practice of PA. The ma-
jority of respondents supported the concept of developing PA
severity criteria (95%, 7 =38). Further questions concerned
the appropriate number of severity classes, the timing of criteria
use and its taxonomy. Half of the respondents (12 = 20) selected
one category of severity classification (Figure S1A). The majority
supported applying it “after a positive confirmatory test”

(79.1%, n =34, Figure S1B) and dividing it into “mild, inter-
mediate, severe” (60%, n =27, Figure 1A). It was subsequently
suggested to use “moderate” instead of “intermediate” severity.
This terminology change was accepted.

Factors for classification

The factors selected as necessary for the severity classification
were serum potassium (K) levels (87.5%, 7 = 35), blood pressure
(BP) (67.5%, n=27), basal plasma aldosterone concentration
(PAC) (47.5%, n=19), and history of cardiovascular complica-
tions (47.5%, n=19) (Figure 1B). Other responses included cor-
tisol co-secretion, renin suppression, CT findings, duration of
hypertension, 24-hour urinary aldosterone excretion, and urinary
albumin excretion. Subsequently, the optimal combination of
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Table 1. Primary Aldosteronism Severity Classification (PASC).

89

Factors Grade of each factor
Grade 1 Grade I Grade III Point for
(1 point) (2 points) (3 points) each factor Total points
Serum K* K> 3.5 mEq/L 3.0 <K <3.5mEq/L K< 3.0 mEq/L 1-3
Basal PAC® 60 < PAC <100 pg/mL 100 < PAC <200 pg/mL PAC >200 pg/mL
(166 < PAC <277 pmol/L) (277 < PAC <555 pmol/L) (PAC >555 pmol/L) 1-3
Blood pressure Untreated® SBP: 140-159 mmHg SBP: 160-179 mmHg SBP >180 mmHg
and/or and/or and/or 3.9
DBP: 90-99 mmHg DBP: 100-109 mmHg DBP >110 mmHg
Treated? Controlled by 1-2 Controlled by 3 Controlled by more than 3 or 1-3

antihypertensive drug(s)

antihypertensive drugs

uncontrolled by 3 or more
antihypertensive drugs

uncontrolled by 1-2 drug(s)

Total points (3-9)

PA severity classification (PASC)®

3,4
5-7
8,9

Mild
Moderate
Severe

Abbreviations: DBP, diastolic blood pressure; K, potassium; PAC, plasma aldosterone concentration; SBP, systolic blood pressure.

“Determined with the lowest value without potassium supplementation.

PPAC unit was converted from 60, 100, and 200 pg/mL to 166, 277, and 555 pmol/L, respectively (1000 pmol/L = 360.45 pg/mL, http:/unitslab.com/). An

average of 2-3 values is recommended if PAC shows significant variability.

“Untreated: untreated with antihypertensive drugs including diuretics and MR antagonists. If blood pressure is high normal, the patient is included as Grade I for
convenience. If the patient is diagnosed as “normotensive PA”, blood pressure is categorized as Grade L.
dTreated: treated with antihypertensive drugs including diuretics and MR antagonists. Controlled: SBP <140 mmHg and DBP <90 mmHg. Uncontrolled

>140 mmHg and/or DBP >90 mmHg.

“If low-dose dexamethasone suppression test is performed and positive, consider it as a contributing indicator of severity.

factors for severity classification was determined based on the
four most popular responses. The most supported combinations
consisted of serum K, BP, and PAC status (39.5%, n=17,
Figure 1C). The second most voted was these three factors with
the addition of cardiovascular complications (30.2%, n=13).
In the next round, these two options were compared and the ma-
jority selected the combination that did not include cardiovascular
complications as a factor (70.5%, n = 31, Figure 1D).

Grading methods for serum potassium

When asked about grading hypokalemia, a three-tiered classi-
fication received majority support (53.5%, n =23), followed
by a two-tiered classification which obtained 30.2% support
(n =13, Figure S2A). Of these two approaches, when directly
compared, the three-tiered classification received majority
support (59.1%, n =26, Figure S2B).

Grading methods for hypertension, with and
without antihypertensive medication

In order to provide consistency with existing hypertension guidelines
(ESH/ISH/ERA),® classification without antihypertensive agents
was proposed as follows (SBP, systolic BP; DBP, diastolic BP):
“Grade I: SBP 140-159 mmHg and/or DBP 90-99 mmHg, Grade
II: SBP 160-179 mmHg and/or DBP 100-109 mmHg, Grade III:
SBP >180 mmHg and/or DBP >110 mmHg (Table S4A).” Since
some PA cases with normal BP exist, cases with BP below Grade I
were classified as Grade 1 for convenience. A dedicated survey
also considered the severity classification of blood pressure whilst
on antihypertensive medication. The number of drugs used and
whether BP was controlled or uncontrolled were considered.
There was discussion about including MR As, given they are directed
treatments for PA. MRAs may influence the severity grading of
hypertension, however, assessing their efficacy individually for
each patient or categorizing them in detail within each grade was

considered impractical. Therefore, despite their potential impact
on grading, MRAs were considered as one of the medications for
convenience. The final classification was determined as follows:
Grade I: controlled by 1-2 antihypertensive drugs; Grade II: con-
trolled by three antihypertensive drugs (including uncontrolled by
1-2 drugs); Grade II: controlled by more than three or uncontrolled
by three or more antihypertensive drugs (Table S4B).

Grading methods for aldosterone

The most appropriate categories reflecting aldosterone status
were requested, and basal PAC received the majority support
at 53.5% (n =23, Figure S3A) among basal PAC, basal aldos-
terone renin ratio, and PAC following a saline infusion test
(SIT). The classification into three grades was favored
(81.8%, n=36) compared to the two grades. Regarding the
cut-off settings for basal PAC, two methods were proposed:
one using absolute numerical values and the other using the
upper limit of normal (ULN). The classifications were as fol-
lows: “Grade I: 60<PAC <100pg/mL (166 <PAC
<277 pmol/L), Grade II: 100 <PAC <200 pg/mL (277 <
PAC <555 pmol/L), Grade III: PAC>200 pg/mL (PAC>
555 pmol/L),” and “Grade I: from half the ULN to the
ULN, Grade II: from the ULN to twice the ULN, Grade III:
more than double the ULN.” Despite comments about its sus-
ceptibility to fluctuations, the classification method using ab-
solute numerical values was supported by 69.4% (n=25)
and was adopted (Figure S3B).

Additional factors

Whether the presence of cortisol co-secretion and/or an ad-
renal tumor on CT, if available at the time of PA diagnosis,
could be used as supplemental reference findings for severity
classification became a topic of discussion. Previous studies in-
dicated that cortisol co-secretion is associated with poor
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Figure 2. Proportions of each form of PASC in the referral centers. The results are sorted in order of the total number of cases.

postoperative clinical outcomes,” ! suggesting its relevance to
severity. However, the low-dose dexamethasone suppression
test evaluating cortisol co-secretion is not performed in rou-
tine clinical practice of PA and, therefore, is not included cur-
rently as a scoring factor. It should be considered as a
significant feature contributing to severity, if it is conducted
and results are positive. No experts explicitly advocated for
the utilization of CT findings.

Generation of EC-PASC

Once each contributing factor was agreed upon, a scoring sys-
tem was proposed that gave a total score between 3 and 9,
scoring 1 to 3 points for each of the three constituents, serum
potassium, blood pressure, and basal PAC (Table 1). This pro-
posal received majority approval (85.7%, n = 36).

Validation of EC-PASC

To verify the clinical utility of the severity classification, we ex-
amined the distribution of severity categories and their correl-
ation with PA subtypes in patients (z =2593) across various
centers. Overall, the distribution of PA severity was 13.9%
for mild (n=361), 63.0% for moderate (n=1633), and
23.1% for severe (n=599) PA classification, and combined
mild and moderate cases accounted for 76.9% (n=1994) of
the total (Figure 2, Table S5A). Among the 361 cases of mild
PA (13.9%), there was significant variability across the vari-
ous facilities. Facilities such as Tampere, Saint-Petersburg,
and Nijmegen reported no mild cases. In contrast, Japanese fa-
cilities, such as Yokohamal, Yokohama2, and Sapporo, re-
ported that nearly half of their cases were classified as mild
(51.3%, 45.5%, and 44.8%, respectively, Figure 2,
Table S5A). Among the cases with subtype diagnosis (1=
1910) the proportion of lateralized cases increased with PA se-
verity score; 14.7% in mild, 44.6 % in moderate, and 72.6 % in

severe (Figure 3A-C, Table S5B). Significant differences were
observed between the mild and moderate forms (P = 3.20 x
10-%), the moderate and severe forms (P =6.09 x 10-), and
the mild and severe forms (P=2.10x10°, Figure 3D).
Among the mild cases (7 = 245), only 36 were classified as lat-
eralized, accounting for 1.9% of the total cases with subtype
diagnosis. In Japan, eight centers had a high number of mild
case diagnoses with AVS (n=139), constituting 56.7% of
the mild cases of successful AVS. However, only two of these
were diagnosed as lateralized. On the other hand, facilities
with a high lateralized rate in mild cases might have focused
on diagnosing and performing AVS on a limited number of
cases suspected to be lateralized, potentially leading to over-
estimating its rate in mild cases.

Discussion

Assessing disease severity plays a crucial role in diagnosis and
individualized decision-making. Primary aldosteronism is pri-
marily categorized into lateralized subtype, mostly due to
aldosterone-producing adenoma (APA) and bilateral subtype,
characterized by bilateral aldosterone-producing lesions in
both adrenal glands, such as bilateral aldosterone-producing
adenomas, bilateral multiple aldosterone-producing micro-
nodules, and, rarely, bilateral aldosterone-producing diffuse
hyperplasia.'* APA is associated with a higher frequency of
hypokalemia and greater aldosterone secretion, suggesting
that clinical severity is likely to be correlated with subtype.
As recommended indicators for AVS, the presence of tumors
and hypokalemia have been proposed.'” These indicators
are useful for predicting PA subtypes, but until now, there
have been no reports on a method for grading the recommen-
dation for further investigation, specifically AVS indications,
according to the clinical severity of PA. In the present study,
we have developed a novel PA severity classification (PASC)
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Figure 3. Proportions of PA subtypes in the mild (A), moderate (B), and severe (C) forms of PASC in the referral centers. The results are sorted in order of
the total number of cases for each form. Comparison of lateralized proportions among each form of PASC (D). The Kruskal-Wallis test followed by post

hoc Bonferroni analysis was used for statistical analysis. *P<5.0 x 107%;

through a Delphi Consensus of experts from multiple global
centers. The priority was to make the classification easy to ap-
ply in daily clinical practice of hypertension, and the following
two points were considered important: (1) Even with the same
diagnosis of PA, it is necessary to further refine the selection of
investigation and treatments according to severity, making es-
tablishing severity classification a crucial first step. (2) It can
offer objective, severity-based evidence to guide whether to
recommend AVS in preparation for surgical treatment or to
prioritize medication avoiding invasive procedures.

The top three factors selected in the severity classification
were serum K, BP, and PAC status. Hypokalemia is a

**P<B50x 1075

characteristic feature of the more severe forms of PA, although
its prevalence has been relatively low as less severe cases are
detected; hypokalemia received the highest support as a factor
in severity criteria. Existing evidence strongly supports its use
in scoring systems to predict lateralized PA."*"’

BP grading without medication was based on existing guide-
lines. As the concept of “normotensive PA” has gained recog-
nition,?” it was categorized as Grade L. For grading BP under
medication, the number of antihypertensive drugs used was
considered. To avoid complexity in the clinical scoring system
for general physicians, specifics regarding the types and quan-
tities of antihypertensive drugs have not been detailed in
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PASC. For the same reason, MRAs have been included as one
of the antihypertensive agents.

The majority of experts favored basal PAC as the primary
index for aldosterone status in severity classification, followed
by PAC on SIT. While PAC on SIT is a more accurate indicator
of aldosterone excess,”" its not universally conducted as a con-
firmatory test,”” limiting the utility of a classification system.
Regarding aldosterone status, some experts pointed out con-
cerns regarding the fluctuation of PAC.*** We should be
aware of this possible influence on the severity grading. The
average of repeated determinations might improve the accur-
acy of PAC values. However, this is an issue also in the case
detection and confirmatory testing, and there is no definite evi-
dence for how many determinations of PAC are essential and
recommended. Thus, PAC determined under generally recom-
mended conditions is used to grade the severity. We will pro-
vide a footnote that an average of 2-3 values is recommended
if PAC shows significant variability based on the physicians’
discretion.

Opinions were divided on whether to include cardiovascu-
lar complications as a factor in the severity assessment.
Establishing a direct cause-and-effect relationship between
cardiovascular complications and PA poses challenges.
Therefore, some experts strongly oppose including cardiovas-
cular complications in the severity classification due to the
risks of factual misinterpretation. Generally, severity assess-
ments are often linked to predict prognosis and complications.
Cardiovascular complications may be more appropriately
evaluated as an outcome of severity rather than a component
of severity itself. The three factors adopted in this classification
reflect excess aldosterone at the time of diagnosis. Assessing
the extent to which cardiovascular complications, which are
also influenced by disease duration, correlate with PASC re-
mains a future challenge.

Measurements of biochemical and clinical parameters
should ideally adhere to established and standardized meth-
ods; however, a consensus-building process was not feasible

Determination of PASC and its clinical relevance
in recommending AVS

(Serum K, BP, PAC) .
Severity classification

Confirmatory tests

Probability of
lateralized subtype l I I | I |

Low Medium High

Surgery

Medical Tx.
1 y \y iy

Recommendation grade
for subtype tests (AVS)

] (weak | [ Moderate | (Strong]

Figure 4. Proposal for the strategic application of PASC in the
management of PA.
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due to the diversity among the centers and the design of the
current study. In this respect, the measurement of BP is the
same as that of biochemical and clinical parameters.
However, it is strongly expected that BP measurements accord
with the ESH/ISH/ERA Guidelines® for the management of ar-
terial hypertension in all participating centers.

In recent years, as our understanding of PA has deepened,
concepts like mild phenotype or subclinical PA—characterized
by the absence of severe hypokalemia or hypertension—have
emerged. Some studies suggest that even mild increases in al-
dosterone within physiological ranges could risk hypertension
development.”®*” A continuum of renin-independent aldoster-
one production linked to hypertension severity is now
recognized.*®*>' However, definitions of mild PA vary, with
terms like “early stage PA,”3%3% “subclinical PA,”*%3%3¢ and
“autonomous aldosterone production”®” being used. While
some studies highlight its prevalence®®*® and bilateral na-
ture,'” others note that mild PA may not increase the athero-
sclerotic burden or arterial stiffness beyond that observed
essential hypertension.*® The international inconsistency in
diagnosing PA complicates the definition of a mild pheno-
type,”> underscoring the need for further investigation and a
standardized approach, such as we propose here with PASC.

In this study a severity classification for PA using three sim-
ple indicators, namely serum K, BP, and PAC was formulated.
As a result of analyzing a total of 2593 cases with PA from 26
centers around the world, it was demonstrated that mild and
moderate cases combined accounted for 76.9% of the total.
Next, the subtyping (lateralized cases) cases by AVS at each
center was investigated. In severe cases, the lateralized rate
was the highest at 72.6%, followed by moderate form at
44.6% and mild form at 14.7%. The first choice of treatment
for PA is adrenalectomy in unilateral or lateralized asymmetric
severe cases, and drug therapy mainly uses MRAs in bilateral
symmetric cases. Whilst AVS is central to determining lateral-
ization, there are numerous issues with AVS, such as its inva-
siveness, so a rational basis is required for deciding whether to
perform it. As this analysis showed a clear correlation between
the severity classification score and the lateralized rate, we
propose a graded recommendation based on PASC for the in-
dication of AVS: weakly recommended for the mild form,
moderately recommended for the moderate form, and strong-
ly recommended for the severe form. When applying a test that
is important for diagnosis but at the same time has drawbacks
in terms of invasiveness and availability, adding a gradient
based on severity by PASC to the recommendation level can
have clinical significance in improving the quality of PA med-
ical care and determining treatment policies (Figure 4).
Hypertension is a common condition, especially in primary
care settings. The increased use of screening tests often leads
to more patients requiring further evaluation for PA.
However, there are limited facilities and experts available to
perform AVS, an invasive procedure despite its high success
rate. Therefore, it would be beneficial to establish criteria
that can help primary and secondary care physicians deter-
mine when to refer patients to specialized medical centers
for AVS. This approach can help alleviate unnecessary bur-
dens on patients with bilateral PA.

A limitation of our study is the significant variability be-
tween centers in the implementation rates for conducting con-
firmatory tests on screening positive cases, and in the rates for
performing AVS in mild cases. These inter-institutional differ-
ences may have influenced the proportion of mild cases and the
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lateralized ratio in AVS results. For example, in Japan, a na-
tionwide PA registry (JPAS) facilitated the collection of evi-
dence,* including subtype diagnosis, leading to proactive
diagnosis and AVS implementation even for clinically mild
cases. Consequently, the eight Japanese centers reported
around half of all mild cases and almost two thirds of all
mild cases who underwent AVS. In contrast, data from other
centers showed lower rates of mild case diagnosis and AVS im-
plementation, which may result in bias and an overestimation
of the lateralized ratio in mild cases. Differences in the ethni-
city and the details of the guidelines between countries could
be other factors affecting the proportion of the PASC and sub-
type diagnosis. It is also true that variability exists among cen-
ters in the diagnostic criteria used for AVS. This variability is
shaped by the experience, perspectives, and measurement
methods of each center and expert, complicating efforts to-
ward international standardization. Consequently, subtype
diagnosis often relies on local criteria. Nevertheless, our multi-
center analysis revealed a clear correlation between PASC and
lateralized diagnosis, highlighting its clinical relevance.
Additionally, severity assessment is generally used to predict
disease prognosis and complications. While the PASC estab-
lished in this study is meaningful as a grading system for
AVS recommendations, it is essential to evaluate its associ-
ation with cardiovascular complications, the internationally
recognized postoperative remission criteria,*' and the patho-
logical classification system (HISTALDO)*? in a prospective
cohort study.

Conclusion

Primary Aldosteronism Severity Classification is a newly de-
veloped simplified, semi-quantitative classification of PA se-
verity, PASC, based on universal biochemical and clinical
parameters. As a clear correlation was found between the
PASC and the probability of lateralized PA, this classification
could be very beneficial for the primary physicians in consid-
ering whether to prioritize AVS with surgery in mind or the
treatment with MRAs.

Supplementary material

Supplementary material is available at European Journal of
Endocrinology online.
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