eMethods
PubMed

((“Statin” [MeSH Terms] OR “HMG-CoA Reductase Inhibitor” [All Fields] OR “HMG-CoA Reductase

Inhibitors” [All Fields] OR “Hydroxymethylglutaryl-CoA Reductase Inhibitor” [All Fields] OR “Statins”
[All Fields])) AND ((“Diabetic Kidney Disease” [MeSH Terms] OR “Diabetic Glomerulosclerosis” [All

Fields] OR “Diabetic Nephropathy” [All Fields] OR “Intracapillary Glomerulosclerosis” [All Fields] OR
“Kimmelstiel-Wilson Disease” [All Fields] OR “Nodular Glomerulosclerosis” [All Fields]))

Web of Sciences

((“Statin” OR “HMG-CoA Reductase Inhibitor” OR “HMG-CoA Reductase Inhibitors” OR
“Hydroxymethylglutaryl-CoA Reductase Inhibitor” OR “Statins”)) AND ((“Diabetic Kidney Disease”
OR “Diabetic Glomerulosclerosis” OR “Diabetic Nephropathy” OR “Intracapillary Glomerulosclerosis”
OR “Kimmelstiel-Wilson Disease” OR “Nodular Glomerulosclerosis™))

CENTRAL
#1 MeSH descriptor: [Statin] explode all trees

#2 ((“HMG-CoA Reductase Inhibitor” OR “HMG-CoA Reductase Inhibitors” OR
“Hydroxymethylglutaryl-CoA Reductase Inhibitor” OR “Statins™))

#3 MeSH descriptor: [Diabetic Kidney Disease] explode all trees

#4 ((“Diabetic Kidney Disease” OR “Diabetic Glomerulosclerosis” OR “Diabetic Nephropathy” OR
“Intracapillary Glomerulosclerosis” OR “Kimmelstiel-Wilson Disease” OR “Nodular
Glomerulosclerosis™))

Final: (#1 OR #2) AND (#3 OR #4)
Scopus

#1 ((“Statin” OR “HMG-CoA Reductase Inhibitor” OR “HMG-CoA Reductase Inhibitors” OR
“Hydroxymethylglutaryl-CoA Reductase Inhibitor” OR “Statins”))

#2 ((“Diabetic Kidney Disease” OR “Diabetic Glomerulosclerosis” OR “Diabetic Nephropathy” OR
“Intracapillary Glomerulosclerosis” OR “Kimmelstiel-Wilson Disease” OR “Nodular
Glomerulosclerosis™))

Final: (#1) AND (#2)
Supplementary Figure 1. PRISMA Flow Chart
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Supplementary Figure 2. The Difference in Albuminuria on Follow Up Between Statin and Control

Reports excluded: n= 97
1- No Data about the
Outcomes of Interest
(n=70).

Groups.
Difference in Albummuna on Follow Up between Statin and Control Gmups
WMD (95%Cl) % Weight

Shikata 202 -031 (063, 001) 101

Takazakura 2015 -020 (0.5, 015) 101

Sornf2006 -020 (058, 018) 101

Yasuda 2004 0.10 ( 0.2, 0.18) 10.1
Abe 2011 ] 5800 (5829.57.71) 1041

Mon 1992 0.35 (4.06, 476g 10.0
Nakamura2001 | = B7.00 (8943 8457) 101
Nakamura 2005 —— 5468 %63 244612) 98

Tonolo 1997 —— |[-1047 (-3.14 220) 95

Zhang 1995 - | 760 (1472 -048) 99
Overall e 2181 (3691, 6.70) 100.0

Q=144033.86, p=0.00, 12=100% ! ( '
50 0



Supplementary Figure 3. The Difference in Proteinuria on Follow Up Between Statin and Control Groups.
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Supplementary Figure 4. The Difference in GFR on Follow Up Between Statin and Control Groups.
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Supplementary Figure 5. The Difference in 24-hour Protein in Urine on Follow Up Between Statin and

Control Groups.
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Difference in 24 Hour Protem in Urine on Follow Up between Statin and Control Groups

Study WMD (95% ClI) % Weight
Shikata 2020 . -044 (-047.-041) 629
Sadighi 2016 B -015 (-044, 0.14) 371
Overall |~ ——— -033 (-061,-006) 100.0
Q=379, p=0.05, 12=74%
06 -04 02 0
WMD
Supplementary Table 1. Characteristics of the Included Studies
Treatme
nt . .
Countr . Sampl | Mean M:F . | Baseline | Statin
Duratio . .
Study Year y DeSIgn e Size Age ratio n Albu.nll IntenSlt
(Months nuna y
)
. Clinical
Cha 2023 China Trial 75 - - 12 <300 Low
. Clinical
Shikata 2020 Japan Trial 153 57.2 1 . <300 Low
Takaza Clinical
Kura 2015 Japan Trial 106 62 6 75 <300 Low
Dumme . Clinical
- 2008 Brazil Trial - - - - <300 Low
Clinical
Sorof 2006 USA Trial 344 65 1 4 <300 Low
Clinical
Yasuda 2004 Japan Trial 88 57.5 1 12 >300 Low
Multina
de Clinical
i i Moderat
Zeeuw 2015 thI;allt Trial 325 57.7 4 13 >300 o
Multina
de Clinical
i i Moderat
Zeeuw 2015 thI;allt Trial 220 57.7 4 13 >300 o
Retrospec
Hanai 2017 Japan tive 1358 60 2 60 <300 Low
Cohort




Retrospec
Lai 2015 Taiwan tive 5569 - 6 <300 Low
Cohort
Colhou Clinical
n 2009 UK Trial 2838 61.6 3 48 <300 Low
Retrospec
Luk 2010 China tive 5264 1 60 <300 Low
Cohort
Fasset | 2010 |Australi| Clinical 1 yq) gy 15 32 <300 | Low
a Trial
Rutter | 2009 yk | Clinieal 19 5 24 <300 Low
Trial
Scanfer Retrospec
1992 Italy tive 9 56.7 1 12 <300 Low
la
Cohort
Retrospec
Zhou 2023 China tive 19858 1 3 <300 Low
Cohort
Sadighi | 2016 fran | Clinical |5, 54.5 All 3 <300 Low
Trial males
Gholam | 514 fran | Clmical | o 52.5 All 6 <300 Low
in Trial males
Lam 1995 | Homg | Clinical | ), 56.4 1.1 24 <300 Low
Kong Trial
Abe 2011 | Japan | Chmical |4 64.7 1.3 6 <300 Low
Trial
Homme 1992 Denmar Clln.lcal 2 1.1 12 <300 Low
1 k Trial
Mori 1992 | Japan | Climical 33 63.1 2 12 <300 Low
Trial
Nakam |06, | japan | Climical | g, 56.5 1.8 6 <300 Low
ura Trial
Nakam | 5005 | japan | Climical | 5 1.5 6 <300 Low
ura Trial
Nielsen | 1993 | Denmar | Clinical 1.5 12 300 | Moderat
k Trial e
Tonolo | 1997 Ttaly | Clinical 19 3 12 <300 Low
Trial
Zhang 1995 Belgiu Clln.lcal 20 4 3 <300 Moderat
m Trial e
USA: United States of America, UK: United Kingdom
Supplementary Table 2. Summary of the RoB2 and New-Castle Ottawa Scale Results
Rando Blindin I Selecti
All Blindi f ncom
Study Year m . ocat indin 89 plete ve Other | Overall
Sequen ion g of Outco Report
Outco .
ce me ing




Genera | Concea | Partici | Assess me
tion Iment | pants ment Data
Shikat . . .
a 2020 LOW ngh ngh ngh LOW LOW LOW High
Dumm | 508 | L L L L
er ow ow ow ow Low Low Low Low
Takaza . . .
kura 2015 Low ngh ngh ngh Low Low Low High
Sorof 2006 Low Low Low Low Low Low Low Low
Yasuda | 2004 Low High High High Low Low Low High
de 2015 | L L L L
Z.eeuw ow ow ow ow Low Low Low Low
de 2015 | L L L L
Zeeuw ow ow ow ow Low Low Low Low
Colhou . . .
Fasset 2010 Low Low Low Low Low Low Low Low
Rutter 2009 Low Low Low Low Low Low Low Low
Ghola . .
Lam 1995 Low Mod High High High Low Mod High
Abe 2011 Low Mod High High High Low Low High
H"(g‘m 1992 | Low | Mod | Low | Mod | High | Low | Mod | High
Mori 1992 Low Mod Mod Mod Low Low Mod Low
N?ll;:m 2001 Low Mod Low Mod Low Low Mod Low
Nz:ll;?lm 2005 Low Mod Low Mod Low Low Mod Low
Nielsen | 1993 Low Mod Low Mod High Low Mod High
Tonolo 1997 Low Mod Low Mod High Low Mod High
Zhang 1995 Low Mod Mod Mod Low Low High High
Study Year Selection Comp;rablllt Outcome Total
Hanai 2017 3 2 3 8
Lai 2015 3 4 7
Colhoun 2009 3 4 7




Luk 2010 3 2 4 9

w
w
=)

Scanferla 1992

Zhou 2023 3 2 4 9

Supplementary Figure 6. The Difference in Albuminuria on Follow Up between Statin and Control
Groups among Patients on Low Intensity Statin.

Difference in Albuminuria on FoIIow Up between Statin and Control Groups among Patients on Low Intensity Statin

8/ WMD (95% CI) % Weight
Shikata 202 -0.31 (-0.63, 0.01) 11.2
Takazakura 2015 -0.20 -0.55, 0.15 11.2
Sorof 2006 -0.20 (-0.58, 0.18) 11.2
Yasuda 2004 0.10 ( 0.02, 0.18) 11.2
Abe 2011 ] -58.00 (-58. 29 -57.71) 112
Mori 1992 0.35 (-4.06, '4.76)  11.2
Nakamura 2001 | = -87.00 (-89. 43 -84.57) 11.2
Nakamura 2005 —a— -54.68 -63.24,-46.12 10.9
Tonolo 1997 o -10.47 (-23.14, 2.20) 10.5
Overall -23.37 (-39.29, -7.45) 100.0
Q=144032.74, p=0.00, 12=100%
-80 -60 -40 -20 0
WMD

Supplementary Figure 7. The Difference in Proteinuria on Follow Up between Statin and Control Groups
among Patients on Low Intensity Statin.

Difference in Proteinuria on Follow Up between Statin and Control Groups among Patients on Low Intensity Stat

Study WMD (95% Cl) %Weight
Fasset 2010 —h— 0.13 (049, 0.23) 240
Sadighi 2016 —— 007 (-0.15, 029) 645
Gholamin 2014 5 017 (-0.76, 042) 89
Lam 1995 . 0.02 (-1.06, 1.10) 26
Overall P 0.00 (-0.17, 017) 1000
Q=124, p=0.74, 12=0%
1 0 1
WMD

Supplementary Figure 8. The Difference in Albuminuria on Follow Up between Statin and Control
Groups among Patients with Baseline Albuminuria<300.



Difference in Albuminuria on FoIIow Up between Statin and Control Groups among Patients with Baseline Albuminuria <300

8/ WMD (95% ClI) % Weight
Shikata 202 -0.31 (-0.63, 0.01) 11.2
Takazakura 2015 -0.20 (-0.55, 0.15) 11.2
Sorof 2006 -0.20 (-0.58, 0.18) 11.2
Yasuda 2004 . 0.10 ( 0.02, 0.18) 11.2
Abe 2011 [ -58.00 (-58. 29,-57. 1) 112
Mori 1992 —— 0.35 (-4.086, . 76) 11.2
Nakamura 2001 | = -87.00 (-89.43,-84.57) 112
Nakamura 2005 —_— -54.68 (-63.24,-46.12) 10.9
Tonolo 1997 = -10.47 (-23.14, 2.20) 105
Overall -23.37 (-39.29, -7.45) 100.0
Q=144032.74, p=0.00, 12=100%
-80 -60 -40 -20 0
WMD

Supplementary Figure 9. The Difference in Proteinuria on Follow Up between Statin and Control Groups
among Patients with Baseline Albuminuria>300.

Difference in P otemu ria on Follow Up between Statin and Control Groups among Patients with Baseline Albuminuria>300

Study WMD (9% CI) % Weight
Fasset 2010 —a— 013 (049,023 240
Sadighi 2016 —— 007 (-0.15, 029) 645
Gholamin 2014 2 017 (076, 042) 8
Lam 1995 ' 002 (-106, 110) 2
Overall . 000 (017, 017) 1000
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Supplementary Figure 10. The Difference in Albuminuria on Follow Up between Statin and Control
Groups among Patients with Less than 12 Months of Treatment.

Difference in Albuminuria on FoIIow Up between Statin and Control Groups among Patients with Less than 12 Months of Treatment

udy | WMD (95% CI) % Weight
Shikata 205 s | 031 (063 001 144
Takazakura 2015 ! % | 020 (055 015 14.4
Sorof 2006 . 8 | 020 (-058 018) 144
Abe 2011 . | $8.00 (582057 71) 144
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Supplementary Figure 11. The Difference in Albuminuria on Follow Up between Statin and Control
Groups among Patients with More than 12 Months of Treatment.



Difference in Albumlnurla on FoIIow Up between Statin and Control Groups among Patients with More than 12 Months of Treatment
WMD (95% ClI) % Weight

Study |
Yasuda 2004 ﬁ -0.10 (-0.18,-0.02) 100.0
Mori 1992 — | 035 (-406, 476) 00
Tonolo 1997 -10.47 (-23.14, 2.20) 0.0
Overall -0.10 (-0.18,-0.02) 100.0
Q=2.61, p=0.27, 12=23%
224 16.8 112 56 0 56
WMD

Supplementary Figure 12. The Difference in Proteinuria on Follow Up between Statin and Control
Groups among Patients with Less than 12 Months of Treatment.

Difference in Protelnuna on Follow Up between Statin and Control Groups among Patients with Less than 12 Months of Treatment
WMD (95% CI) % Weight

Study |
Sadighi 2016 i 0.07 (-0.15, 0.29) 87.9
Gholamin 2014 L -0.17 (-0.76, 0.42) 121
Overall —_— 0.04 (-0.16, 0.24) 100.0
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Supplementary Figure 13. The Difference in Proteinuria on Follow Up between Statin and Control
Groups among Patients with More than 12 Months of Treatment.

Difference in Protelnurla on Follow Up between Statin and Control Groups among Patients with More than 12 Months of Treatment
WMD (95% ClI) % Weight

Study
de Zeeuw 2015a —*7 -0.16 (-0.26,-0.06) 91.8
Fasset 2010 -0.13 (-0.49, 0.23) 7.4
Lam 1995 0.02 (-1.06, 1.10) 0.8
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Supplementary Figure 14. The Difference in GFR on Follow Up between Statin and Control Groups
among Patients on Low Intensity Statin.

Difference in GFR on Follow Up between Statin and Control Groups among Patients on Low Intensity Statin

Study, - | WMD (95%Cl) % Weight
Hanai 2017 L 110 (-321, 100) 97
Lai 2015 Tll 0.00 (-0.02, 0.02) 167
Colhoun 2009 |+ 200 (101, 299) 144
Fasset 2010 —— -180 (-4.75, 1.15) 69
Rutter 2009 * -190 (-259,-1.21) 155
Scanferla 1992 0.04 (-9.28,920) 11
Sadighi 2016 0.00 (-1619,16.19) 04
Gholamin 2014 Q.72 (-1081,937) 10
Lam 1995 . 885 (2537, 767) 04
Abe 2011 — 050 (-4.09, 309) 54
Hommel 1992 * 200 (-21.33,17.33) 03
Shikata 2020 B -1.80 (-1.85,-1.75) 167
Takazakura 2015 . 530 (-10.26,-0.34) 34
Yasuda 2004 — -300 (-551,-049) 83
Overall -1.04 (-2.06,-0.02) 100.0

Q=3942.20, p=0.00, 12=100%
20 -10 0 10
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Supplementary Figure 15. The Difference in GFR on Follow Up between Statin and Control Groups
among Patients on Moderate Intensity Statin.



Difference in GFR on Follow Up between Statin and Control Groups among Patients on Moderate Intensity Statin
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eFigure 16. The Difference in GFR on Follow Up between Statin and Control Groups among Patients

with Baseline Albuminuria<300.
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eFigure 17. The Difference in GFR on Follow Up between Statin and Control Groups among Patients
with Baseline Albuminuria>300.

2

10

WMD

10

WD (95%Cl) % Weight

180 (185,-175) 182
530 (1026,034) 37
110 (321, 100) 106

[

(-

000 (002 002) 182

(-299,-101) 157

(475, 115) 1
(-259,-1.21) 169
((928920)

(-

(-

(

000 (-16.19, 16.19) 04

72 (1081, 937 10
885 (531, 767) 0
050 (409, 309) 5
200 (213,11%) 03

149 (-255,043) 1000



Difference in GFR on Follow Up between Statin and Control Groups among Patients with Baseling Albuminuria>300 .
Study, - WMD (95%CI) % Weight
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eFigure 18. The Difference in GFR on Follow Up between Statin and Control Groups among Patients
with Less than 12 months of Treatment.

Difference in GFR on Follow Up between Statin and Control Groups among Patients with Less than 12 Months of Treatment .
- WMD (95% CI) % Weight

Study
Shikata 2020 i -1.80 (-1.85,-1.75) 100.0
Takazakura 2015 -5.30 (-10.26,-0.34) 0.0
Sadighi 2016 0.00 (-16.19,16.19) 0.0
Gholamin 2014 -0.72 (-10.81, 9.37) 0.0
Abe 2011 -0.50 (-4.09, 3.09) 0.0
Overall -1.80 (-1.85,-1.75) 100.0
Q=2.51, p=0.64, 12=0%
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eFigure 19. The Difference in GFR on Follow Up between Statin and Control Groups among Patients
with More than 12 months of Treatment.



Difference in Proteinurida on Follow Up between Statin and Control Groups among Patients with More than 12 Months of Treatment
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eFigure 20. Publication Bias Funnel Plot.
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eFigure 21. Publication Bias Doi Plot.
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