Ablation of the N-type calcium channel ameliorates diabetic nephropathy with

improved glycemic control and reduced blood pressure
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Supplementary Table S1. Blood glucose level (mg/dl)

Weeks of

age vehicle nitrendipine cilnidipine db/db Cay2.2*-  db/db Ca,2.2"-
8w 252.25 254.6 = 276.57 £ 356.13 £ 211 +
31.67 26.16 34.96 27.81t,% 29.2911
10w 326.63 £ 339.78 £ 396.14 + 453 + 255.38 £
26.16 34.49 52.97 37.2t, 20.0811,1+.88
12w 426.13 350.33 £ 432.57 = 436.5 + 383.75
36.36 39.43 65.42 28.29 59.14
14w 501.88 £ 401.4 + 508.14 465.13 = 362.38 £
20.24 28.25 87.75 18.43 50.75t,8
16w 474.75 £ 453.67 533.29 £ 437 £ 403.33 =
27.47 15.68 66.68 25.25 55.888

tP < 0.05, 1P < 0.01, vs. vehicle-treated mice
1P < 0.05, $3P < 0.01, vs. nitrendipine-treated mice
8P < 0.05, §8P < 0.01 vs. cilnidipine-treated mice

1P < 0.01, vs. db/db Ca,2.2*"
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Supplementary Figure S1. Glomerular mRNA expression. Expression of Fnl (a) and Collal (b).
Gapdh was used as internal control . n = 8, each.
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Supplementary Figure S2. Metabolic parameters among vehicle-, nitrendipine-, cilnidipine-treated
groups. Body weight (a) in the experiments. No significant difference between groups. Urinary
noradrenaline (b) and adrenaline (c) of experimental mice at 16 weeks of age. Vehicle, n = 8; nitrendipine; n
=9, cilnidipine, n = 7. Data of db/db Ca,2.2*"- mice (n = 8) and db/db Ca,2.2”- mice (n = 8) were shown for
comparison. TP < 0.05, TP < 0.01 vs. vehicle-treated mice, P < 0.05, $$P < 0.01 vs. nitrendipine-treated
mice, § § P <0.01 vs. cilnidipine-treated mice, 1P < 0.01 vs. db/db Ca,2.2* mice.
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Supplementary Figure S3. Systolic blood pressure, urinary albumin excretion and histologic examination of

glomeruli among vehicle-, nitrendipine- and cilnidipine-treated

groups. (a) Time course of systolic blood

pressure change. Administration of nitrendipine or cilnidipine reduced SBP to the same level. (b) Time course of
urinary albumin excretion. (¢ and d) Light microscopic analyses were performed at 16weeks of age, stained with
periodic acid-Schiff. (e and f) Electron microscopic analyses of glomeruli of experimental mice at 16 weeks of

age. Vehicle (n =

8, black circles), nitrendipine (n = 9, black triangles), cilnidipine (n = 7, black squares). The data

of db/db Ca,2.2" mice (n = 8) and db/db Ca,2.2" mice (n = 8) were shown for the comparison.

TP <0.05, §1P <0.01 vs. vehicle-treated mice; $P < 0.05, $1P <0.

cilnidipine-treated mice.

01 vs. nitrendipine-treated mice; §P < 0.05 vs.
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Supplementary Figure S4. Glomerular mRNA expression and immunohistochemical study for MAC2.
Real-time RT-PCR analysis of Tgfb/ (a) and Crgf'(b) in glomeruli. Gapdh was usd as control.

(¢) Immunohistochemicalstudy for MAC2. (d) The number of MAC2-positive cells per glomeular section .
TP < 0.05 vs.vehicle-treated mice,*P < 0.05.
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