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Identification of_aldosterone-producing cells: Explore the novel mechanism of
the hypertension-induced organ damages
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DH (Diffuse hyperplasia of the zona glomerulosa)
MN (MN: Multiple adrenocortical micronodules) 2

In this present study, the novel histopathological classification of
cross-sectional image negative non-neoplastic hyperaldosteronism has been proposed based on the
distribution of aldosterone-producing cells. Furthermore, this is the first study to demonstrate
that aldosterone-producing cell clusters (APC) frequently harbors aldosterone-driver gene somatic
mutation and accumulate with age.
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[ Quantitative histological analysis]

KCNJ5 mutated KCNJ5 wild Pyalud
(n=18) (n=17)
Parenchyme [%] 86.50(82.43~89.62)  83.88(77.99~88.70) 0.3221]
Mesenchyme [%] 13.50(10.38~17.58)  16.12(11.30~22.01)| 0.3221]
Nuclear [%] 6.83(5.07~8.77)  13.82(11.44~18.99) <.0001
Cytoplasm [%] 79.47 (72.55~~82.84)|  69.13(65.85~73.32)| 0.0027
NC ratio 0.03 (0.06~0.12) 0.21(0.16~0.31)] <.0001
Nuclear size [um*2] 46.34(36.52~60.00)  53.46(49.08~79.14) 0.1497]
Cell size [um"2] 448,3(387.2~615.1)|  335.2(241.0~513.3)| 0.0758
Slaarcal °°'“P°:;e"' ¢ 7176 (64.17~80.42)  53.00(36.54~65.13) 0.0041"
C"m"g‘;'t:;:'a::’n"g";;"e"‘ t 28.25(19.58~35.84)|  47.00(34.87~63.46) 0.0041
CVPE;E;’I‘;zm"[;j’“’ 30.70(21.07~34.61) 14.02(9.43~36.59)] 0.1058|
(CC,'P“B: "Efr:“‘_’“'fﬂ 0.427 (0.28~0.47) 0.181(0.12~0.53)|  0.0989)
Areaof a”ja‘l’;"]“ £G;foortox 13.27 (10.50~16.73) 0.43(7.74~15.26) 0.2427]
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KCNJ5 (n=14 cells) Wild type (n=15 cells) Pvalue

Av. area of lipid 3096.2 2462.9 0.0887
[nm~2] (2352.2~3913.3) (1927.4~2876.9) .

-~ 1.25E-04 1.74E-04 "

No. oflipid Unm"2] | (4.07E-04~1.56E-04) (1.54E-04~2.32E-04) | 00447

Area of lipid / e, i

cytoplasm [4] 38.1(34.1~42.3) 55.8 (31.2~60.2) 0.1378

Av. area of e

mitochondria [maz] | 2496 (2016~267.0) 366.6 (329.3~406.9) 0.0002

No. of mitochondria 3.32E-04 1.17E-04 0.0035*
[nm~2] (2.41E-04~4.00E-04) (7.59E-05~2.49E-04) :

Area.of "‘"°°h'i:/“i'"a ! 7.97 (5.00~9.08) 4.40 (3.11~7.97) 0.0887
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