Supplementary Materials:

Table S1: Survival in 129/Sv) Col4a3”- mice in weeks

Group N.D of Mean + SEM P
animals

Veh 8 10.0 + 0.4

Anti-miR-21 8 11.4 + 0.5

ACEi 8 15.3 + 1.4 * i

ACEi+Anti-miR-21 8 21.6 + 2.0 *HE

* P<0.05 vs. Veh, # P<0.05 vs. Anti-miR-21, § P<0.05 vs. ACEi

Table S2: Relative Proteinuria (fold vs. Veh) in 129/Sv] Col4a3~- mice

High molecular weight proteinuria Albuminuria
Age of
Group an?mals N'o of Mean =+ SEM P N'o of Mean + SEM
animals animals
(weeks)

WT 9.5 7 0.04 + 0.02 7 0.02 + 0.2
veh 45 3 037 + 017 4 097 £ 0.22
veh 6.0 4 132+ 050 4 124 = 028
veh 7.5 4 159 + 033 4 111 = 023
veh 9.5 4 090 & 025 * 4 092 £ 014
Anti-miR-21 45 4 0.88 + 0.15 4 0.68 + 0.5
Anti-miR-21 6.0 3 0.56 + 0.05 4 074 + 015
Anti-miR-21 75 3 0.64 + 012 § 4 094 &+ 015
Anti-miR-21 9.5 4 0.47 £ 015 4 .00 = 022
ACEi 45 3 0.04 £ 0.01 4 016 + 0.08
ACEi 6.0 3 0.04 + 0.02 3 0.60 + 041
ACEi 75 3 015 + 003 § 4 071 £ 0.26
ACEi 9.5 3 021+ 017 4 073 &+ 041
ACEi+Anti-miR-21 4.5 4 011+ 007 3 038 + 0.24
ACEi+Anti-miR-21 6.0 4 011 + 005 # 4 045 & 015
ACEi+Anti-miR-21 75 4 0.04 + 001 § 4 014 + 005
ACEi+Anti-miR-21 9.5 4 0.16 + 0.03 4 052 £ 0.5

* P<0.05 vs. WT 9.5w, # P<0.05 vs. Veh 6.0w, § P<0.05 vs. Veh 7.5w

Table S3: BUN in 129/5vJ Col4a3 mice in mg/dl

Age of
g No of
Group animals . Mean + SEM P
animals

(weeks)
Veh 7.5 8 73.4 + 9.2
Veh 95 7 460.1 + 60.8
Anti-miR-21 7.5 8 72.7 + 9.5
Anti-miR-21 95 5 304.0 + 106.0 *
ACEi 7.5 4 42.5 + 34
ACEFi 95 2 45.6 + 5.7 * 4
ACEi+Anti-miR-21 7.5 4 42.0 + 5.4
ACFi+Anti-miR-21 9.5 3 60.6 + 3.6 * 4

* P<0.05 vs. Veh 9.5w, # P<0.05 vs. Anti-miR-21 9.5w



Table S4: Kidney Pathology in 129/Sv) Col4a3”" mice

Laminin Staining Fibronectin Staining

Glomerular score Tubulointerstitial score Glomerular score

Tubulointerstitial score

Age of
Group animals %% Mean £ seMm P M mean £ sem P M Mean £ sem P M2 Mean : sem P
values values values values
(weeks)
WT 84 0.5 + 0.1 75 0.6 + 0.1 69 0.3 + 0.1 69 0.1 + 0.0
Veh 7.5 75 1.3 + 01 69 1.08 + 01 63 1.2 + 01 63 0.9 + 01
Veh 9.5 68 1.9 + 01 60 2.05 + 01 72 2.2 + 01 72 1.5 + 01
Anti-miR-21 7.5 84 1.8 + 0.1 * 87 1.4 + 0.1 * 73 1.6 + 0.1 * 75 0.7 + 0.1
Anti-miR-21 9.5 93 2.3 + 01 # a0 2.1 + 0.1 72 1.3 + 0.1 # 72 1.0 + 0.1 #
ACEi 7.5 117 1.0 + 0.0 *§ 99 0.9 + 00 § 78 0.5 + 01 *§ 78 0.5 + 01 *
ACEi 9.5 93 1.1 + 0.0 #S 87 1.2 + 0.1 #5 44 0.3 + 0.1 #S 45 0.4 + 0.1 #S
AC,EHA”T"’ 75 90 12 + 01 §° 59 11 ¢+ 01 § 69 03 + 01 *§ 69 03 :+ 01 *§
miR-21
A(,:EHAWZ 9.5 99 1.1 + 00 #S 72 1.2 + 01 #S 72 0.5 + 01 #S§ 72 0.5 + 0.1 #S
miR-21
* P<0.05 vs. Veh 7.5w, # P<0.05 vs. Veh 9.5w, § P<0.05 vs. Anti-miR-21 7.5w, $ P<0.05 vs. Anti-miR-21 9.5w, ° P<0.05 vs. ACEi 7.5w
Table S5: Survival in males F1-Col4a3” in weeks
No of
Group . Mean * S5EM P
animals
Veh 12 16.6 * 0.2
Anti-miR-21 12 22.1 + 05 *§
ACEi 12 18.9 + 05 g
ACEi+Anti-miR-21 12 24.0 + 09 *§
* P<0.05 vs. Veh, # P<0.05 vs. Anti-miR-21, § P<0.05 vs. ACEi
Table S6: BUN in males F1-Col4a3”" mice in mg/dl
BUN mg/dL (MeanSEM)
Group 11 13
5weeks 7 weeks 9 weeks 15 weeks 17 weeks 19 weeks
weeks weeks
. 266806 232109 244405 242+05 23.0:x05 241206
Wildtype =, 17 n=12 n=12 n=12 n=12 n=12 NC NC
Veh 259405 259410 359+26 539+42 722452 1359+138
n=12 n=12 n=12 n=12 n=12 n=11 NC NC
p-value NS * * * * *
Anti-miR- 253x03 242H05 276+10 30511 363+19 49 1+£3.2
21 n=12 n=12 n=12 n=12 n=12 n=12 Yiﬁg-" 132:1?%7'0
p-value NS NS # # # # - -
ACEi+Anti- 262405 25106 271x09 293+14 346230 46.3£56
miR-21 n=12 n=12 n=12 n=12 n=12 n=12 71h9§§-5 91n-§ﬂ4
p-value NS NS & & & & - -
ACEi 276807 252+07 298+16 387+32 523+46 878+115 1599+299 203.4+308
n=12 n=12 n=12 n=12 n=12 n=12 n=10 n=5

NC Blood not collected

NS=non significant, * P<0.05 vs. WT, # p<0.05 vs. Veh,
&p<0.05 vs Veh,



Table $7: BUN in males F1-Col4a3” mice in mg/dI

BUN mg/dL (MeantSEM)

Group
6 weeks 9 weeks 12weeks 15 weeks
- 281408 24805 253+13 25507
Wildtype n=5 n=5 n=5 n=5
Veh 260405 296+13 58.1x79 1212+156
n=7 n=7 n=7 n=7
p-value NS NS * *
Anti-miR- 258408 228+13 257+08 33.1£25
21 n=7 n=7 n=7 n=7
p-value NS & & &
. 28006 275+07  36.1+34 60.9+70
ACEi n=6 n=6 n=6 n=6
p-value NS NS * &

NS=non significant, * P<0.05 vs.WT, & p<0.05 vs Veh,

Table $8: Relative kidney miR-21 levels normalized to

miR-191 in males F1-Col4a3”" mice

Group N.O of Mean + SEM P
animals

WT 6 1.01 t 0.03

Veh 6 7.73 + 0.28 *

Anti-miR-21 6 1.38 + 0.04 *”

ACE] 6 3.83 + 0.26 #§

* P<0.05 vs. WT, # P<0.05 vs. Veh, § P<0.05 vs. anti-miR-21

Table 59: Kidney pathology scores from males F1-Col4a3” mice

Glomerular pathology

Tubular pathology

Interstitial
inflammation

Interstitial fibrosis

No of
Group values Mean *+ SEM P Mean + SEM P Mean * SEM P Mean + SEM P
WT 5 0 + 0 0 + 0 0 + 0 0 + 0
Veh 8 3.9 + 0.1 * 3.8 + 01 * 3.5 + 0.2 * 3.3 + 01 *
Anti-miR-21 8 2.8 + 0.1 4 2.3 + 0.1 4 2.0 + 0.2 4 2.00 + 01
ACEi 6 3.8 + 0.2 *§ 3 * 0.1 *H§ 2.5 + 0.2 *H# 2.5 + 0.2 *H§
* p<0.05 vs. WT, # p<0.05 vs Veh, § p<0.05 vs. Anti-miR-21
aSMA positive nuclei .
P Trichrome

(%) (surface area mm?)
Group No of Mean * SEM P Mean * SEM P
values
WT 5 64 + 07 0.5 + 01
Veh 8 285 + 26 * 3.4 + 04 *
Anti-miR-21 8 8.6 + 0.8 # 11 + 0.2 *#
ACEi 6 183 & 1.8 g 1.4 + 02 3

* p<0.05 vs. WT, # p<0.05 vs Veh, § p<0.05 vs.
Anti-miR-21
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Figure S1. Analysis of F4/80+ nuclei from WT, Veh, ACEi and Anti-miR-21 kidney sections. The number of
F4/80 positive nuclei per square mm were quantitated in all animals. *P<0.05 as noted.



