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Kapitel 1 - Allgemeines diagnostisches Vorgehen bei glomerulären Erkrankungen 

Tabelle S1.1 

Anzahl der 
Studien 

Beurteilung der Sicherheit Patientenzahl Effekt Sicherheit 
Studiendesign  Bias Inkonsistenz Unmittelbarkeit Ungenauigkeit Sonstige 

Erwägungen 
eGFR-
Schätzungsgleichung 

Messabweichung* 

Messfehler (eGFR - mGFR) bei Cystatin-C-basierten Gleichungen 
13 Beobachtungsstudien 

1-14 
not 
serious  
 

serious not serious  
 

very serious keine 11602  
 

-12.9 to 5-  
 

⨁◯◯◯  
sehr 
niedrig 

Messfehler (eGFR - mGFR) bei Gleichungen auf der Basis von Kreatinin und Cystatin 
17 Beobachtungsstudien 

1,2,4,5, 7, 8, 10-19 
not 
serious  
 

Very serious not serious  
 

very serious keine 13296  
 

-9.7 to 4.1-  
 

⨁◯◯◯  
sehr 
niedrig 

Messfehler (eGFR - mGFR) bei kreatininbasierten Gleichungen 
16 Beobachtungsstudien 

1-16, 18, 20 
 

not 
serious  
 

Very serious not serious  
 

very serious keine 12491  
 

-8.8 to 11.3-  
 

⨁◯◯◯  
sehr 
niedrig 

Anzahl der 
Studien 

Studiendesign  Bias Inkonsistenz Unmittelbarkeit Ungenauigkeit Sonstige 
Erwägungen 

Bereich P 30 Messabweichung* Sicherheit 

P30 für Cystatin C-basierte Gleichungen 
12 Beobachtungsstudien 

1, 2, 4, 10-20 
 

not 
serious  
 

Very serious not serious  
 

very serious keine 11462  -59.9 to 97.8  
 

⨁◯◯◯  
sehr 
niedrig 

P30 für Gleichungen auf der Basis von Kreatinin und Cystatin C 
14 Beobachtungsstudien 

1,2,4,5,7, 10-18,20,  
not 
serious  
 

serious not serious  
 

serious keine 12499  77 to 97.6-  
 

⨁◯◯◯  
sehr 
niedrig 

P30 für Gleichungen auf Kreatininbasis 
16 Beobachtungsstudien 

2-16 
 

not 
serious  
 

Very serious not serious  
 

very serious keine 12125  -55.5 to 96  
 

⨁◯◯◯  
sehr 
niedrig 
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Tabelle S1 

 

 
 

Beurteilung der Sicherheit Effekt Sicherheit 
Studiendesign  Bias Inkonsistenz Unmittelbarkeit Ungenauigkeit Sonstige 

Erwägungen 
Messabweichung* 

Nierenschädigung 
Menschen mit 
CKD 

2 SR (1,2) 
 

not 
serious  
 

not serious not serious  
 

not serious keine HR von 0.60 bis 
0.72  
 

⨁⨁⨁⨁ 
hoch 

Menschen mit 
CKD und DM 

2 SR (1,2) 
RCT (3) 
 

not 
serious  
 

not serious not serious  
 

not serious keine HR, 0.6 (95% CI, 
0.52 bis 0.7) 
RR von 0.60 bis 
0.66  
 
 

⨁⨁⨁⨁ 
hoch 

Menschen mit 
CKD aber ohne 
DM 

1 SR (1) 
 

not 
serious  
 

not serious not serious  
 

not serious keine RR von 0.67 bis 
0.72  
 

⨁⨁⨁⨁ 
hoch 

Menschen mit 
CKD und HI 

2 RCTs (4,5)  
 

not 
serious  
 

not serious not serious  
 

not serious keine HR, 0.69 (95% CI, 
0.39 bis 1.22)  
 
 

⨁⨁⨁◯  
moderat 

Menschen mit 
CKD ohne 
Albuminurie 

2 RCTs (6,7) not 
serious  
 

not serious not serious  
 

not serious publication 
bias strongly 
suspected  
 

HR von 0.33 bis 
1.02  
 
 

⨁⨁◯◯  
niedrig 

Hospitalisierung 
Menschen mit 
CKD 

3 RCTs (5,6,8) 
 

not 
serious  
 

not serious not serious  
 

not serious publication 
bias strongly 
suspected  
 

HR von 0.81 bis 
0.87  
 

⨁⨁⨁◯  
moderat 

Menschen mit 
CKD und DM 

1 RCT (8) 
 

not 
serious  
 

not serious not serious  
 

not serious publication 
bias strongly 
suspected  
 

HR, 0.81 (95% CI, 
0.72 bis 0.92)  
 

⨁⨁⨁◯  
moderat 

Menschen mit 
CKD aber ohne 
DM 

 No 
studies  
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Menschen mit 
CKD und HI 

1 RCT (6) 
 

not 
serious  
 

not serious not serious  
 

not serious publication 
bias strongly 
suspected  
 

HR, 0.87 (95% CI, 
0.77 bis 1)  
 

⨁⨁⨁◯  
moderat 

Menschen mit 
CKD ohne 
Albuminurie 

 No 
studies  
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Tabelle S2 

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates 
 
Standard                        Low blod 
blood                                target (≤120 
pressure                          mm Hg) 
target 

Certainty of the 
Evidence 
(Quality of 
evidence) 

Plain text summary 

All-cause 
mortality 

Relative risk: 0.75 
(95% CI 0.57 - 0.99) 
Based on data from 
4372 patients in 2 
studies1 
Follow up Mean 3.4 
years 

 
53/1000                      40/1000 
 
(95% CI 23 fewer - 1 fewer) 
 

Moderate 
Due to serious risk 
of 
bias2 

A lower blood 
pressure target 
probably decreases 
all-cause mortality 

Cardiovascular 
mortality 

Relative risk: 0.67 
(95% CI 0.40 - 1.11) 
Based on data from 
4372 patients in 2 
studies3 
Follow up Mean 3.4 
years 

 
17/1000                      11/1000 
 
(95% CI 10 fewer - 2 more) 

Moderate 
Due to serious risk 
of 
bias4 

A lower blood 
pressure probably 
makes little or no 
difference on 
cardiovascular 
mortality 

End-stage kidney 
disease or >50% 
loss of GFR 

Relative risk: 0.93 
(95% CI 0.46 - 1.87) 
Based on data from 
2646 patients in 1 
study5 
Follow up 3.26 years 

 
12/1000                      11/1000 
 
(95% CI 6 fewer - 10 more) 
 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision6 

A lower blood 
pressure target may 
have little or no 
effect on the end- 
stage kidney disease 
or >50% of GFR 

Cardiovascular 
events 

Relative risk: 0.85 
(95% CI 0.67 - 1.08) 
Based on data from 
2646 patients in 1 
study7 
Follow up 3.26 years 

 
100/1000                      85/1000 
 
(95% CI 33 fewer - 8 more) 
 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision8 

A lower blood 
pressure target may 
have little or no 
difference on 
cardiovascular events 

Myocardial 
infarction 

Relative risk: 0.77 
(95% CI 0.45 - 1.32) 
Based on data from 
4372 patients in 2 
studies9 
Follow up Mean 3.4 
years 

 
34/1000                      26/1000 
 
(95% CI 19 fewer - 11 
more) 

Moderate 
Due to serious risk 
of 
bias10 

A lower blood 
pressure target 
probably has little or 
no difference on 
myocardial infarction 

Stroke Relative risk: 0.91 
(95% CI 0.56 - 1.47) 

 
16/1000                      15/1000 

Moderate A lower blood 
pressure target 
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Based on data from 
4372 patients in 2 
studies11 
Follow up Mean 3.4 
years 

 
(95% CI 7 fewer - 8 more) 
 

Due to serious risk 
of 
bias12 

probably has little or 
no difference on 
stroke 

Heart failure Relative risk: 0.81 
(95% CI 0.56 - 1.15) 
Based on data from 
4372 patients in 2 
studies13 
Follow up 3.26 years 

30/1000                      24/1000 
 
(95% CI 13 fewer - 5 more) 

Moderate 
Due to serious risk 
of 
bias14 

A lower blood 
pressure target 
probably has little or 
no difference on 
heart failure 

Probable 
dementia 

Hazard Ratio: 0.79 
(95% CI 0.56 - 1.11) 
Based on data from 
2385 patients in 1 
study 
Follow up 3.26 years 

14/1000                      11/1000 
 
(95% CI 6 fewer - 2 more) 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision15 

A lower blood 
pressure target may 
have little or no 
difference on 
probable dementia 

Acute kidney 
injury 

Relative risk: 1.45 
(95% CI 1.10 - 1.91) 
Based on data from 
2646 patients in 1 
study16 
Follow up 3.26 years 

16/1000                      15/1000 
 
(95% CI 3 more - 30 more) 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision17 

A lower blood 
pressure target may 
increase acute kidney 
injury 

Falls Relative risk: 0.90 
(95% CI 0.71 - 1.13) 
Based on data from 
2646 patients in 1 
study18 
Follow up 3.26 years 

105/1000                      95/1000 
 
(95% CI 30 fewer - 14 
more) 
 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision19 

A lower blood 
pressure target may 
have little or no falls 

Fatigue (95% CI - ) Difference: 
 

 No studies were 
found that looked at 
fatigue 

Serious adverse 
events 

Relative risk: 1.17 
(95% CI 0.74 - 1.84) 
Based on data from 
4372 patients in 2 
studies20 
Follow up Mean 3.4 
years 

310/1000                      363/1000 
 
(95% CI 81 fewer - 260 
more) 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
inconsistency21 

A lower blood 
pressure target 
probably has little or 
no difference on 
serious adverse 
events 

Hyperkalemia Relative risk: 1.34 
(95% CI 1.01 - 1.78) 
Based on data from 
2646 patients in 1 

 
59/1000                      79/1000 
 
(95% CI 1 more - 46 more) 

Low 
Due to serious risk 
of 

A lower blood 
pressure target may 
increase 
hyperkalemia 
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study22 
Follow up 3.26 years 

bias, Due to 
serious 
imprecision23 

Hypokalemia Relative risk: 1.86 
(95% CI 1.02 - 3.39) 
Based on data from 
2646 patients in 1 
study24 
Follow up 3.26 years 

 
12/1000                      22/1000 
 
(95% CI 0 fewer - 29 more) 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision25 

A lower blood 
pressure target may 
increase 
hypokalemia 

>30% loss in 
eGFR 

Relative risk: 2.07 
(95% CI 1.46 - 2.94) 
Based on data from 
2646 patients in 1 
study26 
Follow up 3.26 years 

 
33/1000                      68/1000 
 
(95% CI 15 more - 64 more) 
 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision27 

A lower blood 
pressure target 
probably may 
increase a >30% loss 
in GFR 

>40% loss in 
eGFR 

Relative risk: 1.56 
(95% CI 0.88 - 2.76) 
Based on data from 
2646 patients in 1 
study28 
Follow up 3.26 years 

 
14/1000                      22/1000 
 
(95% CI 2 fewer - 25 more) 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision29 

A lower blood 
pressure target may 
have little or no 
difference on >4 

Mild cognitive 
impairment 

Hazard Ratio: 1.00 
(95% CI 0.77 - 1.31) 
Based on data from 
2385 patients in 1 
study 
Follow up 3.26 years 

 
22/1000                      22/1000 
 
(95% CI 5 fewer - 7 more) 

Low 
Due to serious risk 
of 
bias, Due to 
serious 
imprecision30 

A lower blood 
pressure target may 
have little or no 
difference on mild 
cognitive impairment 

 
1. Systematic review with included studies: (1, 3) Baseline/comparator: Control arm of reference used for intervention. 
2.  Risk of bias: Serious. (2, 3)  Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate sequence 

generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate concealment of allocation during randomization 
process, resulting in potential for selection bias. 

3. Systematic review with included studies: (2, 3) Baseline/comparator: Control arm of reference used for intervention. 
4. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of blinding of participants and personnel, 
resulting in potential for performance bias. 

5. One study (2) Baseline/comparator: Control arm of reference used for intervention. 
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6. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, lack of blinding of 
participants and personnel, resulting in potential for performance bias, Inadequate concealment of allocation during randomization process, resulting in 
potential for selection bias; Imprecision: Serious. Only data from one study. 

7.  On study: (2) Baseline/comparator: Control arm of reference used for intervention. 
8. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of blinding of participants and personnel, 
resulting in potential for performance bias; Imprecision: Serious. Only data from one study. 

9. Systematic review with included studies: (2, 3) Baseline/comparator: Control arm of reference used for intervention. 
10. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, lack of blinding of participants and personnel, resulting in 
potential for performance bias. 

11. Systematic review with included studies: (2, 3) Baseline/comparator: Control arm of reference used for intervention. 
12. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, lack of blinding of participants and personnel, resulting in 
potential for performance bias. 

13. Systematic review with included studies: (12 3) Baseline/comparator: Control arm of reference used for intervention. 
14. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, lack of blinding of participants and personnel, resulting in 
potential for performance bias. 

15. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 
concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of blinding of participants and personnel, 
resulting in potential for performance bias; Imprecision: Serious. Only data from one study. 

16. Systematic review with included studies: (2) Baseline/comparator: Control arm of reference used for intervention. 
17. Risk of bias: Serious. lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: Serious. Only data from 

one study. 
18.  Systematic review with included studies: (2) Baseline/comparator: Control arm of reference used for intervention. 
19. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of blinding of participants and personnel, 
resulting in potential for performance bias; Imprecision: Serious. Only data from one study. 

20. Systematic review with included studies: (2,3) Baseline/comparator: Control arm of reference used for intervention. 
21. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, lack of blinding of participants and personnel, resulting in 
potential for performance bias; Inconsistency: Serious. Point estimates vary widely, the direction of the effect is not consistent between the included 
studies, the magnitude of statistical heterogeneity was high, with I2:79%. 
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22. Systematic review with included studies: (2) Baseline/comparator: Control arm of reference used for intervention. 
23. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of blinding of participants and personnel, 
resulting in potential for performance bias; Imprecision: Serious. Only data from one study 

24.  Systematic review with included studies: (2) Baseline/comparator: Control arm of reference used for intervention. 
25.  Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, lack of blinding of participants and personnel, resulting in 
potential for performance bias; Imprecision: Serious. Only data from one study. 

26. Systematic review with included studies: (2)  Baseline/comparator: Control arm of reference used for intervention. 
27. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, lack of blinding of participants and personnel, resulting in 
potential for performance bias; Imprecision: Serious. Only data from one study. 

28. Systematic review with included studies: (2) Baseline/comparator: Control arm of reference used for intervention. 
29. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 

concealment of allocation during randomization process, resulting in potential for selection bias, lack of blinding of participants and personnel, resulting in 
potential for performance bias; Imprecision: Serious. Only data from one study. 

30. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, Inadequate 
concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of blinding of participants and personnel, 
resulting in potential for performance bias; Imprecision: Serious. Only data from one study. 
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PICO (11.1) 
Population: Patients with IgA nephropathy 
Intervention: Renin-angiotensin system inhibition 
Vergleichsintervention: Placebo or no treatment 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Vertrauenswürdigkeit der 

Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 

Zusammenfassung 
Placebo  or no 

treatment 

Renin-
angiotensin 

system 
inhibition 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease or 

doubling serum 
creatinine 

 

Relatives Risiko: 0.25 
(CI 95% 0.03 - 2.21) 

Basierend auf Daten von 
109 patienter und 1 

Studien1 
Beobachtzungszeit 26 

months 

73 
pro 1000 

18 
pro 1000 

Niedrig 
Due to very serious imprecision2 

RASi may have little or 
no difference on ESKD 

or doubling serum 
creatinine Differenz: 55 weniger pro 1000 

(CI 95% 71 weniger - 88 mehr) 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at complete 

remission Differenz: weniger 
 

Complete 
remission of 
proteinuria 

 

Relatives Risiko: 5.29 
(CI 95% 0.27 - 102.49) 

Basierend auf Daten von 
33 patienter und 1 

Studien3 
Beobachtzungszeit 
Median 38 months 

0 
pro 1000 

0 
pro 1000 

Niedrig 
Due to very serious imprecision4 

RASi may have little or 
no difference on 

complete remission of 
proteinuria Differenz: 0 weniger pro 1000 

(CI 95% 0 weniger - 0 weniger) 



Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

Serum creatinine 
 

Gemessen mit: 
Skala:  - 

Basierend auf Daten von 
22 patienter und 1 

Studien5 
Beobachtzungszeit 3 

months 

 
Mittelwert 

 
Mittelwert Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision6 

We are uncertain 
whether RASi increases 

or decreases serum 
creatinine 

Differenz: MD 0 kleiner 
(CI 95% 23.74 kleiner - 23.74 

Größer) 

Proteinuria 
 

Gemessen mit: 
Skala:  - 

Basierend auf Daten von 
197 patienter und 3 

Studien7 
Beobachtzungszeit Mean 

22 months 

 
g/24 

hrsMittelwert 

 
g/24 

hrsMittelwert Moderat 
Due to serious risk of bias8 

RASi probably 
decreases proteinuria 

Differenz: MD 0.73 kleiner 
(CI 95% 1.06 kleiner - 0.39 kleiner) 

Creatinine 
clearance 

 

Gemessen mit: 
Skala:  - 

Basierend auf Daten von 
197 patienter und 3 

Studien9 
Beobachtzungszeit Mean 

22 months 

 
Mittelwert 

 
Mittelwert 

Moderat 
Due to serious risk of bias10 

RASi probably has little 
or no difference on 

creatinine clearance Differenz: MD 6.97 Größer 
(CI 95% 0.60 kleiner - 14.54 

Größer) 

1. Systematic review mit  eingeschlossenen Studien: [130] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
2. Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
3. Systematic review mit  eingeschlossenen Studien: [104] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
4. Risiko für  Bias: kein e. 14% lost  to follow-up (all of these from the ACEi group); Un zureich en de Präzision : seh r  sch werwiegen d. Wide 

confidence intervals, Only data from one study, Low number of pat ients;  
5. Systematic review mit  eingeschlossenen Studien: [131], [99] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
6. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

unclear concealment of allocat ion during randomization process, result ing in potential for select ion bias, unclear of blinding of part icipants 
and personnel, result ing in potential for performance bias; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only 
data from one study;  

7. Systematic review mit  eingeschlossenen Studien: [99], [131], [104], [130] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

8. Risiko für  Bias: sch werwiegen d. 14% lost  to follow-up (all of these from the ACEi group) in the IgACE study. Unclear sequence generation 
and blinding in Nakamura 2000;  

9. Systematic review mit  eingeschlossenen Studien: [104], [131], [130], [99] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

10. Risiko für  Bias: sch werwiegen d. 14% lost  to follow-up (all of these from the ACEi group) in the IgACE study. Unclear sequence generation 
and blinding in Nakamura 2000;  
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PICO (11.2) 
Population: Patients with IgA nephropathy 
Intervention: Renin-angiotensin system inhibition 
Vergleichsintervention: Symptomatic treatment 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Vertrauenswürdigkeit der 

Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 

Zusammenfassung 
Symptomatic 

treatment 

Renin-
angiotensin 

system 
inhibition 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies of RASi 
compared with 

symptomatic treatment 
were found that looked  
at all-cause mortality 

Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies of RASi 
compared with 

symptomatic treatment 
were found that looked  

at end-stage kidney 
disease 

Differenz: weniger 
 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies of RASi 
compared with 

symptomatic treatment 
were found that looked  

at ≥50% GFR loss 
Differenz: weniger 

 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies of RASi 
compared with 

symptomatic treatment 
were found that looked  

at infection 
Differenz: weniger 

 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies of RASi 
compared with 

symptomatic treatment 
were found that looked  

at malignancy 
Differenz: weniger 

 

> 50% increase 
in serum 
creatinine 

 

Relatives Risiko: 0.23 
(CI 95% 0.07 - 0.7) 

Basierend auf Daten von 
44 patienter und 1 

Studien1 
Beobachtzungszeit 2.3 

months 

571 
pro 1000 

131 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision2 

ACEi compared with 
symptomatic treatment 
may decrease > 50% 

increase in serum 
creatinine 

Differenz: 440 weniger pro 
1000 

(CI 95% 531 weniger - 171 
weniger) 

Complete 
remission 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies of RASi 
compared with 

symptomatic treatment 
were found that looked 
at complete remission 

Differenz: weniger 
 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 



Serum creatinine 
 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

168 patienter und 3 
Studien3 

Beobachtzungszeit Mean 
31 months 

 
Mittelwert 

 
Mittelwert 

Moderat 
Due to serious risk of bias4 

RASi compared with 
symptomatic treatment 

probably decreases 
serum creatinine 

Differenz: MD 39.37 kleiner 
(CI 95% 71.95 kleiner - 6.80 

kleiner) 

Proteinuria 
 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

168 patienter und 3 
Studien5 

Beobachtzungszeit Mean 
31 months 

 
g/24 

hrMittelwert 

 
g/24 

hrMittelwert Moderat 
Due to serious risk of bias6 

RASi compared to 
symptomatic treatment 

probably decreases 
proteinuria Differenz: MD 1.16 kleiner 

(CI 95% 1.52 kleiner - 0.81 kleiner) 

Creatinine 
clearance 

 

Gemessen mit: 
Skala:  -  Höher ist besser 
Basierend auf Daten von 

127 patienter und 2 
Studien7 

Beobachtzungszeit Mean 
10.4 months 

 
Mittelwert 

 
Mittelwert 

Moderat 
Due to serious risk of bias8 

RASi commpared with 
symptomatic treatment 

probably improves 
creatinine clearance 

Differenz: MD 23.26 Größer 
(CI 95% 10.40 Größer - 36.12 

Größer) 

Proteinuria - 
ACEi+ARB 

versus ARB or 
ACEi 

 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

67 patienter und 2 
Studien9 

Beobachtzungszeit Mean 
7.5 months 

 
g/24 

hrMittelwert 

 
g/24 

hrMittelwert Niedrig 
Due to serious risk of bias, Due to 

serious imprecision10 

ACEi + ARB compared 
with ACEi or ARB alone 

may decrease 
proteinuria Differenz: MD 0.49 kleiner 

(CI 95% 0.72 kleiner - 0.25 kleiner) 

11. Systematic review mit  eingeschlossenen Studien: [97] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
12. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
13. Systematic review mit  eingeschlossenen Studien: [123], [114], [97] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
14. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias;  
15. Systematic review mit  eingeschlossenen Studien: [97], [123], [114] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
16. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias;  
17. Systematic review mit  eingeschlossenen Studien: [114], [97] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
18. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias;  
19. Systematic review mit  eingeschlossenen Studien: [132], [117], [100], [133] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
20. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Low 
number of pat ients;  
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Population: Patients with IgA nephropathy 
Intervention: SGLT2 Inhibition 
Vergleichsintervention: Standard of care 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Standard of 

Care SGLT2 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

  
Differenz: weniger 

 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

1 
 

 
 

 
  

2  
Differenz: weniger 

 

composite renal 
endpoint (50% 
eGFR decline, 
onset of ESKD 

oder death due to 
renal cause) 

 

Relatives Risiko: 0.49 
(CI 95% 0.32 - 0.74) 

Basierend auf Daten von 
1087 patienter und 2 

Studien3 
Beobachtzungszeit 24 

months 

127 
pro 1000 

62 
pro 1000 

Niedrig 
Analysis of only 2 studies, severe 

imprecision, indirect results4 

SGLT2 inhibitors may 
improve the composite 

renal outcome. Differenz: 65 weniger pro 1000 
(CI 95% 86 weniger - 33 weniger) 

composite 
endpoint 

(sustained 50% 
decline in eGFR, 
onset of ESKD; d 
or death from a 
kidney disease–

related or 
cardiovascular 

cause5 
 

Hazard ratio: 0.29 
(CI 95% 0.12 - 0.73) 

Basierend auf Daten von 
270 patienter und 1 

Studien 
Beobachtzungszeit 2,1 

145 
pro 1000 

44 
pro 1000 

Niedrig 
few patients, severe imprecision, 

outcome of the control group 
differs from former data. 

SGLT2 Inhibitors may 
improve outcome in 
patients with IgAN Differenz: 101 weniger pro 

1000 
(CI 95% 126 weniger - 37 weniger) 

Proteinurie6 
36 Wochen 

Relatives Risiko 
(CI 95%  - ) 

 
 

 
pro 1000 

 
pro 1000  

  
Differenz: weniger pro 1000 

 

Annual GFR loss 
 

Gemessen mit: 
Skala:  -  Höher ist besser 

 
 

 
 

 
  

 

No studies comparing 
tonsillectomy plus other 
treatments versus other 
treatments alone were 
found that looked at 

annual GFR loss 
Differenz: null kleiner 

 

21.   [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
22. Un zu reich en de Präzision : sch werwiegen d.  
23. Primary study [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
24. In direkth eit : kein e. Unterschiede zwischen der relevanten und der eingeschlossenen Populat ion;  
 
[1-3]  



1. Effects of empagliflozin on progression of chronic kidney disease: a prespecified secondary analysis from the empa-kidney 
trial. Lancet Diabetes Endocrinol, 2024. 12(1): p. 39-50. 

2. Impact of diabetes on the effects of sodium glucose co-transporter-2 inhibitors on kidney outcomes: collaborative meta-
analysis of large placebo-controlled trials. Lancet, 2022. 400(10365): p. 1788-1801. 

3. Wheeler, D.C., et al., A pre-specified analysis of the DAPA-CKD trial demonstrates the effects of dapagliflozin on major 
adverse kidney events in patients with IgA nephropathy. Kidney Int, 2021. 100(1): p. 215-224. 
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PICO (11.6) 
Population: Patients with IgA nephropathy 
Intervention: Sparsentan 
Vergleichsintervention: Irbesartan 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Irbesartan Sparsentan 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

  
Differenz: weniger 

 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

1 
 

 
 

 
  

2  
Differenz: weniger 

 

composite renal 
endpoint (40% 
eGFR decline, 
onset of ESKD 

oder death ) 
110 Wochen 

Relatives Risiko: 0.7 
(CI 95% 0.4 - 1.2) 

Basierend auf Daten von 
404 patienter und 1 

Studien3 
Beobachtzungszeit 110 

Wochen 

13 
pro 1000 

9 
pro 1000 Moderat 

Aufgrund von schwerwiegenden 
unzureichende präzision, 

Aufgrund von schwerwiegenden 
risiko für bias4 

Sparsentan probably 
improves composite 
renal endpoint (40% 
egfr decline, onset of 

eskd oder death ) 
Differenz: 4 weniger pro 1000 

(CI 95% 8 weniger - 3 mehr) 

eGFR Slope 
110 Wochen 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

404 patienter und 1 
Studien 

Beobachtzungszeit 110 
Wochen 

3.8 
Range 

1.1 
Mittelwert Niedrig 

Aufgrund von schwerwiegenden 
unzureichende präzision, 

Aufgrund von schwerwiegenden 
inkonsistenz5 

Sparsentan probably 
improves egfr slope 

Differenz: Range 2.7 kleiner 
(CI 95% 3.4 kleiner - 2.1 kleiner) 

change in 
proteinuria 

110 Wochen 

Gemessen mit: 
Skala:  -  Höher ist besser 
Basierend auf Daten von 

404 patienter und 1 
Studien 

Beobachtzungszeit 110 
Wochen 

4.4 
Range 

38.4 
Range Moderat 

Aufgrund von schwerwiegenden 
unzureichende präzision6 

Sparsentan probably 
improves change in 

proteinuria Differenz: MD 42.8 weniger 
(CI 95% 49.8 weniger - 35 weniger) 

25.   [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
26. Un zu reich en de Präzision : sch werwiegen d.  
27. Primary study [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
28. Risiko für  Bias: kein e. Inadequate sequence generat ion/ generat ion of comparable groups, Unzureichende Randomisierung, Mangelnde 

Verblindung, Inadequate/lack of blinding of outcome assessors, Inclomplete data and/or Viel Verlust  in  der Nachbeobachtung, Selektive 
Berichterstat tung; In direkt h eit : kein e. Differences between the intervention/comparator of interest  and those studied, The outcome 
t imeframe in studies were insufficient; Un zureich en de Präzision : sch werwiegen d. Daten von nur einer studien, Weite Konfidenzintervalle, 
Weite Konfidenzintervalle; Pu blika t ion sbias: kein e. Nur kleine und zumeist  kommerziell gesponsorte Studien;  

29. In kon sist en z: sch werwiegen d. Un zu reich en de Präzision : sch werwiegen d. Daten von nur einer studien;  
30. Un zu reich en de Präzision : sch werwiegen d. Daten von nur einer Studie;  
 
REFERENZEN:  
 
[4] Rovin, B.H., et al., Efficacy and safety of sparsentan versus irbesartan in patients with IgA nephropathy (PROTECT): 2-year 
results from a randomised, active-controlled, phase 3 trial. Lancet, 2023. 402(10417): p. 2077-2090. 
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PICO (11.7) 
Population: Patients with IgA nephropathy 
Intervention: Nefecon 
Vergleichsintervention: Standard of care 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Standard of 

Care Nefecon 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

  
Differenz: weniger 

 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

1 
 

 
 

 
  

2  
Differenz: weniger 

 

composite renal 
endpoint 

(30%eGFR 
reduction or 

Kidney failure) )3 
2 Jahre 

Hazard ratio: 0.45 
(CI 95% 0.26 - 0.75) 

Basierend auf Daten von 
359 patienter und 1 

Studien4 
Beobachtzungszeit 2 

Jahre 

218 
pro 1000 

105 
pro 1000 Moderat 

Aufgrund von schwerwiegenden 
unzureichende präzision, 

Aufgrund von schwerwiegenden 
risiko für bias5 

Nefecon probably 
improves composite 

renal endpoint (30%egfr 
reduction or kidney 

failure) ) 
Differenz: 113 weniger pro 

1000 
(CI 95% 156 weniger - 50 weniger) 

eGFR Slope 
2 Jahre 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

359 patienter und 1 
Studien 

Beobachtzungszeit 2 
Jahre 

12 
Range 

6.11 
Range Moderat 

Aufgrund von schwerwiegenden 
unzureichende präzision, 

Aufgrund von schwerwiegenden 
inkonsistenz6 

Nefecon probably 
reduces eGFR slope 

Differenz: MD 5.59 kleiner 
(CI 95% 3.35 kleiner - 9.15 kleiner) 

change in 
proteinuria 

2 Jahre 

Gemessen mit: 
Skala:  -  Höher ist besser 
Basierend auf Daten von 

359 patienter und 1 
Studien 

Beobachtzungszeit 2 
Jahre 

1.0 
Range 

30.1 
Range Moderat 

Aufgrund von schwerwiegenden 
unzureichende präzision7 

Nefecon probably 
improves change in 

proteinuria Differenz: MD 30.7 weniger 
(CI 95% 38.9 weniger - 21.5 

weniger) 
31.   [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
32. Un zu reich en de Präzision : sch werwiegen d.  
33. undefined 
34. Primary study [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
35. Risiko für  Bias: kein e. Inadequate sequence generat ion/ generat ion of comparable groups, Unzureichende Randomisierung, Mangelnde 

Verblindung, Inadequate/lack of blinding of outcome assessors, Inclomplete data and/or Viel Verlust  in  der Nachbeobachtung, Selektive 
Berichterstat tung; In direkt h eit : kein e. Differences between the intervention/comparator of interest  and those studied, The outcome 
t imeframe in studies were insufficient; Un zureich en de Präzision : sch werwiegen d. Daten von nur einer studien, Weite Konfidenzintervalle, 
Weite Konfidenzintervalle; Pu blika t ion sbias: kein e. Nur kleine und zumeist  kommerziell gesponsorte Studien;  

36. Un zu reich en de Präzision : sch werwiegen d. Daten von nur einer studien;  
37. Un zu reich en de Präzision : sch werwiegen d. Daten von nur einer Studie;  
 
 
Referenzen:  
[5]  
5. Lafayette, R., et al., Efficacy and safety of a targeted-release formulation of budesonide in patients with primary IgA 

nephropathy (NefIgArd): 2-year results from a randomised phase 3 trial. Lancet, 2023. 402(10405): p. 859-870. 
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PICO (11.8) NEU nach TESTING, LOngtherm STOP IgAN 
Population: Patients with IgA nephropathy nach Testing 
Intervention: Steroid (oral) plus supportive therapy 
Vergleichsintervention: Supportive therapy 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Supportive 

therapy 
Steroid (oral) 

plus supportive 
therapy 

All-cause 
mortality 

 

Relatives Risiko: 1.53 
(CI 95% 0.5 - 4.61) 

Basierend auf Daten von 
612 patienter und 2 

Studien1 
Beobachtzungszeit Mean 

43 Monate 

16 
pro 1000 

24 
pro 1000 

Moderat 
Due to serious imprecision2 

Steroid (oral) plus 
supportive therapy 

probably has a 
difference on all-cause 

mortality 
Differenz: 8 mehr pro 1000 
(CI 95% 8 weniger - 58 mehr) 

End-stage kidney 
disease 

 

Relatives Risiko: 0.62 
(CI 95% 0.45 - 0.85) 

Basierend auf Daten von 
772 patienter und 4 

Studien3 
Beobachtzungszeit Mean 

42 months 

213 
pro 1000 

132 
pro 1000 

Moderat 
Due to serious risk of bias4 

Steroid (oral) plus 
supportive therapy 
probably decreases 
end-stage kidney 

disease 
Differenz: 81 weniger pro 1000 
(CI 95% 117 weniger - 32 weniger) 

≥50% GFR loss 
 

Relatives Risiko: 0.61 
(CI 95% 0.45 - 0.85) 

Basierend auf Daten von 
503 patienter und 1 

Studien5 
Beobachtzungszeit 
Median 42 months 

309 
pro 1000 

188 
pro 1000 

Niedrig 
Due to very serious imprecision6 

Steroid (oral) plus 
supportive therapy  may 

have a difference on 
≥50% GFR loss 

Differenz: 121 weniger pro 
1000 

(CI 95% 170 weniger - 46 weniger) 

Infection 
 

Relatives Risiko: 5.66 
(CI 95% 1.68 - 19.1) 

Basierend auf Daten von 
503 patienter und 1 

Studien7 
Beobachtzungszeit 
Median 42 months 

12 
pro 1000 

68 
pro 1000 

Moderat 
Due to serious imprecision8 

Steroid (oral) plus 
supportive therapy 
increases infection Differenz: 56 mehr pro 1000 

(CI 95% 8 mehr - 217 mehr) 

Malignancy 
 

 
(CI 95%  - ) 

Basierend auf Daten von 
109 patienter und 1 

Studien9 
Beobachtzungszeit 36 

months 

 
 

 
 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision10 

There were too few who 
experienced the 
malignancy, to 

determine whether 
steroid (oral) plus 
supportive therapy  
made a difference 

Differenz: weniger 
 

Complete 
remission 

 

Relatives Risiko: 1.78 
(CI 95% 1.09 - 2.89) 

Basierend auf Daten von 
380 patienter und 4 

Studien11 
Beobachtzungszeit Mean 

42 months 

326 
pro 1000 

580 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious inconsistency12 

Steroid (oral) plus 
supportive therapy may 

increase complete 
remission Differenz: 254 mehr pro 1000 

(CI 95% 29 mehr - 616 mehr) 

Doubling of 
serum creatinine 

 

Relatives Risiko: 0.22 
(CI 95% 0.07 - 0.76) 

Basierend auf Daten von 
160 patienter und 2 

Studien13 
Beobachtzungszeit Mean 

54 months 

165 
pro 1000 

36 
pro 1000 

Moderat 
Due to serious risk of bias14 

Steroid (oral) plus 
supportive therapy  
probably decreases 
doubling of serum 

creatinine 
Differenz: 129 weniger pro 

1000 
(CI 95% 153 weniger - 40 weniger) 



40% eGFR 
reduction, kidney 
failure or death 
due to kidney 

disease 
 

Relatives Risiko: 0.66 
(CI 95% 0.53 - 0.85) 

Basierend auf Daten von 
503 patienter und 1 

Studien 
Beobachtzungszeit 
Median 42 months 

430 
pro 1000 

284 
pro 1000 Niedrig 

Risk of Bias, only one study, 
population dissimilarity 

Oral Glucocorticoids 
may improve this 

combined endpoint. Differenz: 146 weniger pro 
1000 

(CI 95% 202 weniger - 64 weniger) 

Adverse events 
 

Relatives Risiko: 1.83 
(CI 95% 1.1 - 3.03) 

Basierend auf Daten von 
612 patienter und 2 

Studien15 
Beobachtzungszeit 39 

months mean 

70 
pro 1000 

128 
pro 1000 Niedrig 

Risiko eines Bias, Starke 
Unterscheidlichkeit der studierten 

Kohorten, geringe 
Studienanzahl16 

Steroid (oral) plus 
supportive therapy  has 
difference on adverse 

events Differenz: 58 mehr pro 1000 
(CI 95% 7 mehr - 142 mehr) 

GFR decline ≥15 
ml/min/1.73m^2 

 

Relatives Risiko: 0.74 
(CI 95% 0.39 - 1.41) 

Basierend auf Daten von 
109 patienter und 1 

Studien17 
Beobachtzungszeit 36 

months 

231 
pro 1000 

333 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision18 

Steroid (oral) plus 
supportive therapy may 
have little or no effect 
on GFR decline ≥15 

m/min/1.73m^2 
Differenz: 102 mehr pro 1000 
(CI 95% 92 weniger - 575 mehr) 

40 % eGFR los, 
renal failure or 

death 
 

Hazard ratio: 1.2 
(CI 95% 0.75 - 1.92) 

Basierend auf Daten von 
149 patienter und 1 

Studien 
Beobachtzungszeit 89 

months 

500 
pro 1000 

565 
pro 1000 

Sehr niedrig 
Aufgrund von schwerwiegenden 

risiko für bias, Aufgrund von 
schwerwiegenden indirektheit, 

Aufgrund von schwerwiegenden 
unzureichende präzision19 

Obeservational data 
showing that it is 

uncertain over a long 
time period, whether 

Glucocorticoids improve 
outcome. 

Differenz: 65 mehr pro 1000 
(CI 95% 95 weniger - 236 mehr) 

Annual GFR loss 
 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

600 patienter und 2 
Studien20 

Beobachtzungszeit 
Median 39 months 

 
Mittelwert 

 
Mittelwert 

Moderat 
Due to serious risk of bias21 

Steroid (oral) plus 
supportive therapy 
versus RASi alone 
probably improves 
annual GFR loss 

Differenz: MD 4.04 kleiner 
(CI 95% 2.25 kleiner - 8.55 kleiner) 

38. Keine Studien verfügbar [54], [45] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
39. Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals, Low number of events;  
40. Systematic review [17] mit  eingeschlossenen Studien: [44], [45], [134], [54] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
41. Risiko für  Bias: sch werwiegen d. Due to inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance 

bias, Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias;  
42. Primary study [45] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
43. Un zu reich en de Präzision : seh r  sch werwiegen d. Only data from one study, Wide confidence intervals;  
44. Primary study [45] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm [45]  
45. Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals, Only data from one study;  
46. Keine Studien verfügbar [54] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
47. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; unclear sequence 

generat ion/ generat ion of comparable groups, result ing in potential for select ion bias; Un zureich en de Präzision : seh r  sch werwiegen d. Wide 
confidence intervals, Only data from one study, due to no events;  

48. Systematic review [17] mit  eingeschlossenen Studien: [134], [45], [54], [44] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

49. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; In kon sist en z: sch werwiegen d. The magnitude of 
stat ist ical heterogeneity was high, with I^2: 60%.;  

50. Primary study [44], [134] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
51. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias, Inadequate/lack 

of blinding of part icipants and personnel, result ing in potential for performance bias;  
52. Systematic review mit  eingeschlossenen Studien: [54] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
53. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; In direkth eit : sch werwiegen d. Unterschiede 
zwischen der relevanten und der eingeschlossenen Populat ion;  

54. Systematic review mit  eingeschlossenen Studien: [54] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
55. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study, Low number of pat ients;  



56. Risiko für  Bias: sch werwiegen d. In direkth eit : sch werwiegen d. Unterschiede zwischen der relevanten und der eingeschlossenen 
Populat ion; Un zu reich en de Präzision : sch werwiegen d. Wenige Teilnehmer(<100) /(100-300), Daten von nur einer studien; [139] 

57. Systematic review mit  eingeschlossenen Studien: [45], [47] [140]Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

58. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : kein e. Only data from 
one study, Wide confidence intervals;  
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PICO (11.4) 
Population: Patients with IgA nephropathy 
Intervention: Tonsillectomy plus standard of care 
Vergleichsintervention: Standard of care 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Standard of 

care 
Tonsillectomy 
plus standard 

of care 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies comparing 
tonsillectomy plus other 
treatments versus other 
treatments alone were 
found that looked at all-

cause mortality 
Differenz: weniger 

 

End-stage kidney 
disease 

 

Relatives Risiko 
(CI 95%  - ) 

Basierend auf Daten von 
42 patienter und 1 

Studien1 
Beobachtzungszeit 12 

months 

 
 

 
 Sehr niedrig 

Due to very serious risk of bias, 
Due to serious imprecision2 

There were too few who 
experienced the end-

stage kidney disease, to 
determine whether 
tonsillectomy plus 

standard of care made 
a difference 

Differenz: weniger 
 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

Basierend auf Daten von 
72 patienter und 1 

Studien3 
Beobachtzungszeit 12 

months 

 
 

 
 Sehr niedrig 

Due to very serious risk of bias, 
Due to serious imprecision4 

There were too few who 
experienced the ≥50% 

loss of GFR, to 
determine whether 
tonsillectomy plus 

standard of care made 
a difference 

Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies comparing 
tonsillectomy plus other 
treatments versus other 
treatments alone were 
found that looked at 

infection 
Differenz: weniger 

 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 

No studies comparing 
tonsillectomy plus other 
treatments versus other 
treatments alone were 
found that looked at 

malignancy 
Differenz: weniger 

 

Complete 
remission 

 

 
(CI 95%  - ) 

Basierend auf Daten von 
72 patienter und 1 

Studien 
Beobachtzungszeit 12 

months 

 
 

 
 

Sehr niedrig 
Due to very serious risk of bias, 

Due to serious imprecision5 

One study Kawamura 
2014 reported that there 

was no difference in 
achieving complete 
remission between 

patients treated with 
tonisillectomy and 

corticosteroids 
compared with 

corticosteroids alone at 
12 months (P=0.103). 

However, we are 
uncertain of its effect 
because of very low 

certainty of the 
evidence. 

Differenz: weniger 
 

Remission of 
proteinuria 

Relatives Risiko: 1.9 
(CI 95% 1.45 - 2.47) 

441 
pro 1000 

838 
pro 1000 Niedrig Tonsillectomy plus other 

treatment versus other 



 Basierend auf Daten von 
143 patienter und 2 

Studien6 
Beobachtzungszeit 3.5 

Years 

Differenz: 397 mehr pro 1000 
(CI 95% 198 mehr - 648 mehr) 

Due to serious risk of bias, Due to 
serious imprecision7 

treatment alone may 
increase remission of 

proteinuria 

Remission of 
microscopic 
haematuria 

 

Relatives Risiko: 1.93 
(CI 95% 1.47 - 2.53) 

Basierend auf Daten von 
143 patienter und 2 

Studien8 
Beobachtzungszeit Mean 

32 months 

456 
pro 1000 

880 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious inconsistency9 

Tonsillectomy plus other 
treatment versus other 
treatment alone may 
increase remission of 

microscopic haematuria 
Differenz: 424 mehr pro 1000 

(CI 95% 214 mehr - 698 mehr) 

Remission of 
macroscopic 
haematuria 

 

Relatives Risiko: 1.33 
(CI 95% 0.8 - 2.23) 

Basierend auf Daten von 
32 patienter und 1 

Studien10 
Beobachtzungszeit 24 

months 

563 
pro 1000 

749 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision11 

We are uncertain 
whether tonsillectomy 
plus other treatment 

versus other treatment 
alone increases or 

decreases remission of 
macroscopic 
haematuria 

Differenz: 186 mehr pro 1000 
(CI 95% 113 weniger - 692 mehr) 

Relapse of 
hematuria 

 

Relatives Risiko: 0.7 
(CI 95% 0.51 - 0.98) 

Basierend auf Daten von 
72 patienter und 1 

Studien12 
Beobachtzungszeit 12 

months 

783 
pro 1000 

548 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision13 

Tonsillectomy plus other 
standard of care versus 
standard of care alone 
may decrease relapse 

of haematuria 
Differenz: 235 weniger pro 

1000 
(CI 95% 384 weniger - 16 weniger) 

Relapse of 
proteinuria 

 

Relatives Risiko: 0.7 
(CI 95% 0.57 - 0.85) 

Basierend auf Daten von 
73 patienter und 1 

Studien14 
Beobachtzungszeit 12 

months 

1000 
pro 1000 

700 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision15 

Tonsillectomy plus other 
standard of care versus 
standard of care alone 
may decrease relapse 

of proteinuria 

Differenz: 300 weniger pro 
1000 

(CI 95% 430 weniger - 150 
weniger) 

Annual GFR loss 
 

Gemessen mit: 
Skala:  -  Höher ist besser 

 
 

 
 

 
  

 

No studies comparing 
tonsillectomy plus other 
treatments versus other 
treatments alone were 
found that looked at 

annual GFR loss 
Differenz: null kleiner 

 

Creatinine 
clearance 

 

Gemessen mit: 
Skala:  -  Höher ist besser 
Basierend auf Daten von 

77 patienter und 2 
Studien16 

Beobachtzungszeit 3.5 
Years (mean) 

 
Mittelwert 

 
Mittelwert Sehr niedrig 

Due to serious risk of bias, Due to 
very serious inconsistency, Due to 

very serious imprecision17 

We are uncertain 
whether tonsillectomy 
plus treatment versus 

treatment alone 
increases or decreases 

creatinine clearance 

Differenz: MD 3.77 Größer 
(CI 95% 13.80 kleiner - 21.35 

Größer) 

59. Systematic review mit  eingeschlossenen Studien: [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
60. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias, due to no data being reported 
that  could be meta-analysed for complete remission; Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  

61. Systematic review mit  eingeschlossenen Studien: [34] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
62. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias, due to no data being reported 
that  could be meta-analysed for complete remission ; Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals, Only data from 
one study, Only data from one study;  

63. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias, due to no data being reported 
that  could be meta-analysed for complete remission , Inadequate/lack of blinding of part icipants and personnel, result ing in potential for 
performance bias, Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias, due to 
[reason]; Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients, Wide confidence intervals;  

64. Systematic review [18] mit  eingeschlossenen Studien: [82], [71] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

65. Risiko für  Bias: sch werwiegen d. Inadequate sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 
Select ive outcome report ing; Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals, Low number of pat ients;  



66. Systematic review [18] mit  eingeschlossenen Studien: [82], [34], [71] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

67. Risiko für  Bias: sch werwiegen d. Inadequate sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 
Select ive outcome report ing; In kon sist en z: sch werwiegen d. The magnitude of stat ist ical heterogeneity was high, with I^2: 75%.; 
Un zu reich en de Präzision : kein e. Low number of pat ients;  

68. Systematic review mit  eingeschlossenen Studien: [78] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
69. Risiko für  Bias: sch werwiegen d. Select ive outcome report ing; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, 

Only data from one study, Low number of pat ients;  
70. Systematic review mit  eingeschlossenen Studien: [71] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
71. Risiko für  Bias: sch werwiegen d. Select ive outcome report ing; Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low 

number of pat ients;  
72. Systematic review mit  eingeschlossenen Studien: [71] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
73. Risiko für  Bias: sch werwiegen d. Select ive outcome report ing; Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low 

number of pat ients;  
74. Systematic review [18] mit  eingeschlossenen Studien: [82], [78] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
75. Risiko für  Bias: sch werwiegen d. Inadequate sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

Select ive outcome report ing; In kon sist en z: seh r  sch werwiegen d. The magnitude of stat ist ical heterogeneity was high, with I^2:76%., The 
direct ion of the effect  is not  consistent  between the included studies; Un zureich en de Präzision : seh r  sch werwiegen d. Wide confidence 
intervals, Low number of pat ients;  
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PICO (11.1.1) 
Population: Patients with IgA vasculitis and severe kidney disease 
Intervention: Prednisone 
Vergleichsintervention: Placebo or supportive treatment 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung Placebo or 
supportive 
treatment 

Prednisone 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at complete 

remission Differenz: weniger 
 

Development of 
kidney disease1 
Any time after 

treatment 

Relatives Risiko: 0.74 
(CI 95% 0.42 - 1.32) 

Basierend auf Daten von 
746 patienter und 5 

Studien2 
Beobachtzungszeit 36.3 

(mean) months 

143 
pro 1000 

106 
pro 1000 

Moderat 
Due to serious risk of bias3 

Prednisone compared 
with placebo or 

supportive treatment 
probably has little or no 

difference on 
development of 

persistent kidney 
disease 

Differenz: 37 weniger pro 1000 
(CI 95% 83 weniger - 46 mehr) 

Continuing 
kidney disease 

6 Months 

Relatives Risiko: 0.51 
(CI 95% 0.24 - 1.11) 

Basierend auf Daten von 
379 patienter und 3 

Studien4 
Beobachtzungszeit 44.3 

(mean) 

100 
pro 1000 

51 
pro 1000 

Moderat 
Due to serious risk of bias5 

Prednisone compared 
with placebo or 

supportive treatment 
may have little or no 

difference on continuing 
kidney disease at 6 

months 

Differenz: 49 weniger pro 1000 
(CI 95% 76 weniger - 11 mehr) 



Continuing 
kidney disease 

12 Months 

Relatives Risiko: 1.06 
(CI 95% 0.38 - 2.91) 

Basierend auf Daten von 
455 patienter und 3 

Studien6 
Beobachtzungszeit 18 

(mean) months 

84 
pro 1000 

89 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision7 

Prednisone compared 
with placebo or 

supportive treatment 
alone may have little or 

no difference on 
continuing kidney 

disease at 12 months 

Differenz: 5 mehr pro 1000 
(CI 95% 52 weniger - 160 mehr) 

Development of 
severe kidney 

disease8 
 

Relatives Risiko: 1.58 
(CI 95% 0.42 - 6.0) 

Basierend auf Daten von 
418 patienter und 2 

Studien9 
Beobachtzungszeit 51.5 

(mean) months 

14 
pro 1000 

22 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision10 

Prednisone vs placebo 
or supportive treatment 

may have little or no 
difference on 

development of severe 
kidney disease 

Differenz: 8 mehr pro 1000 
(CI 95% 8 weniger - 70 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 

No studies were found 
that looked at 

prednisone vs placebo 
or supportive treatment 
and annual GFR loss 

Differenz: null kleiner 
 

76. Development or persistence of kidney disease (proteinuria, development of nephrotic syndrome or acute nephrit ic syndrome as defined by the 
invest igators) 

77. Systematic review mit  eingeschlossenen Studien: [150], [145], [141], [147], [157] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

78. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias, Inadequate concealment of allocat ion during 
randomization process, result ing in potential for select ion bias;  

79. Systematic review mit  eingeschlossenen Studien: [147], [150], [145] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

80. Risiko für  Bias: sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion 
bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack of blinding of 
outcome assessors, result ing in potential for detect ion bias;  

81. Systematic review mit  eingeschlossenen Studien: [141], [145], [147] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

82. Risiko für  Bias: sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion 
bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; Un zureich en de Präzision : 
sch werwiegen d. Wide confidence intervals, due to few events;  

83. with nephoritc range proteinuria, hypertension or reduced kidney function 
84. Systematic review mit  eingeschlossenen Studien: [141], [150] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
85. Risiko für  Bias: sch werwiegen d. large loss to follow up of 30%; Un zu reich en de Präzision : sch werwiegen d. due to low events, Wide 

confidence intervals;  
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PICO (12.1) 
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Oral alkylating agents 
Vergleichsintervention: Placebo or no treatment or steroids 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung Placebo/no 

treatment/stero
ids 

Oral alkylating 
agents 

All-cause 
mortality 

 

Relatives Risiko: 0.65 
(CI 95% 0.21 - 2.01) 

Basierend auf Daten von 
391 patienter und 6 

Studien1 
Beobachtzungszeit Mean 

51 months 

45 
pro 1000 

29 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
serious imprecision, Due to 

serious publication bias2 

We are uncertain 
whether oral alkylating 

agents increases or 
decreases all-cause 

mortality 
Differenz: 16 weniger pro 1000 

(CI 95% 36 weniger - 45 mehr) 

End-stage kidney 
disease 

 

Relatives Risiko: 0.3 
(CI 95% 0.15 - 0.62) 

Basierend auf Daten von 
312 patienter und 6 

Studien3 
Beobachtzungszeit Mean 

51.5 months 

158 
pro 1000 

47 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious indirectness4 

Oral alkylating agents 
may decrease end-

stage kidney disease Differenz: 111 weniger pro 
1000 

(CI 95% 134 weniger - 60 weniger) 

End-stage kidney 
disease 

Follow-up ≥ 10 
years 

Relatives Risiko: 0.32 
(CI 95% 0.13 - 0.82) 

Basierend auf Daten von 
104 patienter und 1 

Studien5 
Beobachtzungszeit 
Median 11 years 

158 
pro 1000 

51 
pro 1000 

Moderat 
Due to serious imprecision6 

Oral alkylating agents 
probably decreases 
end-stage kidney 

disease 
Differenz: 107 weniger pro 

1000 
(CI 95% 137 weniger - 28 weniger) 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

50% increase in 
serum creatinine 
15 to 120 months 

Relatives Risiko: 0.41 
(CI 95% 0.24 - 0.71) 

Basierend auf Daten von 
263 patienter und 3 

Studien7 
Beobachtzungszeit Mean 

45.7months 

279 
pro 1000 

114 
pro 1000 

Moderat 
Due to serious risk of bias8 

Oral alkylating agents 
probably decreases 

50% increase in serum 
creatinine 

Differenz: 165 weniger pro 
1000 

(CI 95% 212 weniger - 81 weniger) 

Doubling serum 
creatinine 

Follow-up ≥5 
years 

Relatives Risiko: 0.35 
(CI 95% 0.22 - 0.58) 

Basierend auf Daten von 
211 patienter und 3 

Studien9 
Beobachtzungszeit Mean 

59 months 

413 
pro 1000 

145 
pro 1000 

Moderat 
Due to serious risk of bias10 

Oral alkylating agents 
probably decreases 

doubling serum 
creatinine 

Differenz: 268 weniger pro 
1000 

(CI 95% 322 weniger - 173 
weniger) 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
 

No studies were found 
that looked at infection 



 
 Differenz: weniger 

 

Complete 
remission 

9 to 30 months 

Relatives Risiko: 2.32 
(CI 95% 1.6 - 3.36) 

Basierend auf Daten von 
422 patienter und 7 

Studien11 
Beobachtzungszeit Mean 

50 months 

174 
pro 1000 

404 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious indirectness12 

Oral alkylating agents 
may increase complete 

remission Differenz: 230 mehr pro 1000 
(CI 95% 104 mehr - 411 mehr) 

Complete 
remission 

Follow-up ≥2 
years 

Relatives Risiko: 2.38 
(CI 95% 1.48 - 3.82) 

Basierend auf Daten von 
393 patienter und 5 

Studien13 
Beobachtzungszeit Mean 

5.5 years 

174 
pro 1000 

414 
pro 1000 

Moderat 
Due to serious risk of bias14 

Oral alkylating agents 
probably increases 
complete remission Differenz: 240 mehr pro 1000 

(CI 95% 84 mehr - 491 mehr) 

Doubling serum 
creatinine 

15 to 120 months 

Relatives Risiko: 0.36 
(CI 95% 0.22 - 0.58) 

Basierend auf Daten von 
231 patienter und 4 

Studien15 
Beobachtzungszeit Mean 

66.8 months 

413 
pro 1000 

149 
pro 1000 

Sehr niedrig 
Due to very serious risk of bias, 
Due to serious indirectness16 

We are uncertain 
whether oral alkylating 

agents improves or 
worsen doubling serum 

creatinine 

Differenz: 264 weniger pro 
1000 

(CI 95% 322 weniger - 173 
weniger) 

Serious adverse 
events 

 

Relatives Risiko: 1.89 
(CI 95% 1.05 - 3.39) 

Basierend auf Daten von 
93 patienter und 2 

Studien17 
Beobachtzungszeit Mean 

18 months 

124 
pro 1000 

234 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision18 

Oral alkylating agents 
may increase serious 

adverse events Differenz: 110 mehr pro 1000 
(CI 95% 6 mehr - 296 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

1. Systematic review mit  eingeschlossenen Studien: [188], [234], [227], [187], [189], [176] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

2. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up; Un zu reich en de Präzision : sch werwiegen d. due to few 
events; Pu blika t ion sbias: sch werwiegen d. due to including studies that  are only an abstract  (Braun 1995);  

3. Systematic review mit  eingeschlossenen Studien: [192], [189], [227], [176], [187], [188] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

4. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up; In direkth eit : sch werwiegen d. The outcome t ime frame in 
studies were insufficient;  

5. Systematic review mit  eingeschlossenen Studien: [189] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
6. Risiko für  Bias: kein e. Incomplete data and/or large loss to follow up; Un zureich en de Präzision : sch werwiegen d. due to few events, Only 

data from one study;  
7. Systematic review mit  eingeschlossenen Studien: [188], [202], [207] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
8. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias, Incomplete data and/or large loss to follow up;  
9. Systematic review mit  eingeschlossenen Studien: [189], [227], [188] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
10. Risiko für  Bias: sch werwiegen d. due to due to including a study that  was an abstract  (Braun 1995); In kon sist en z: kein e. Point  est imates 

vary widely;  
11. Systematic review mit  eingeschlossenen Studien: [159], [188], [192], [202], [207], [227], [189] Baselin e/Vergleich sin t erven t ion  Kontrollarm 

aus der Referenz für Interventionsarm .  
12. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up and due to include abstract  only publicat ions; In direkth eit : 

sch werwiegen d. The outcome t ime frame in studies were insufficient;  
13. Systematic review mit  eingeschlossenen Studien: [227], [188], [207], [189], [202] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 

Referenz für Interventionsarm .  
14. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up and due to including a study that  was an abstract  (Braun, 

1995);  
15. Systematic review mit  eingeschlossenen Studien: [189], [227], [159], [188] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  



16. Risiko für  Bias: seh r  sch werwiegen d. Incomplete data and/or large loss to follow up and due to including two studies that  were abstracts 
(Ahmed 1994, Braun 1995); In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient;  

17. Systematic review mit  eingeschlossenen Studien: [176], [187] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

18. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of part icipants and personnel, 
result ing in potential for performance bias, Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; 
Un zu reich en de Präzision : sch werwiegen d. Low number of pat ients and few events;  

 
Referenzen 
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Renal Journal 1994;13(2):51-54 
[176] Donadio JV, Holley KE, Anderson CF, Taylor WF :  Controlled trial of cyclophosphamide in idiopathic membranous 
nephropathy. Kidney International 1974;6(6):431-439 
[187] Howman A., Chapman TL, Langdon MM, Ferguson C., Adu D., Feehally J., et AL :  Immunosuppression for progressive 
membranous nephropathy: a UK randomised controlled trial. Lancet 2013;381(9868):744-751 
[188] Imbasciati E., Cagnoli L., Case N., Pasquali S., Di Filippo G., Limido D., et AL :  Controlled study of treatment of steroids and 
chlorambucil, in alternate months, for membranous nephropathy and focal glomerulosclerosis. Preliminary evaluation of the results. 
Minerva Nefrologica 1980;27(4):571-575 
[189] Jha V., Ganguli A., Saha TK, Kohli HS, Sud K., Gupta KL, et AL :  A randomized, controlled trial of steroids and 
cyclophosphamide in adults with nephrotic syndrome caused by idiopathic membranous nephropathy. Journal of the American 
Society of Nephrology 2007;18(6):1899-1904 
[192] Kosmadakis G., Filiopoulos V., Smirloglou D., Skarlas P., Georgoulias C., Michail S. :  Comparison of immunosuppressive 
therapeutic regimens in patients with nephrotic syndrome due to idiopathic membranous nephropathy. Renal Failure 
2010;32(5):566-571 
[202] Pahari DK, Das S., Dutta BN, Banerjee D. :  Prognosis and management of membraneous nephropathy. Journal of the 
Association of Physicians of India 1993;41(6):350-351 
[206] Ponticelli C., Zucchelli P., Imbasciati E., Cagnoli L., Pozzi C., Grassi C., et AL :  Controlled trial of monthly alternated courses 
of steroid and chlorambucil for idiopathic membranous nephropathy. Proceedings of the European Dialysis & Transplant Association 
1983;19:717-723 
[207] Ponticelli C., Zucchelli P., Passerini P., Cesana B. :  Methylprednisolone plus chlorambucil as compared with 
methylprednisolone alone for the treatment of idiopathic membranous nephropathy. The Italian Idiopathic Membranous Nephropathy 
Treatment Study Group. New England Journal of Medicine 1992;327(9):599-603 
[227] Braun N, Erley CM, Benda N, Zauner I, Kanis R, Grupp C, Ackermann M, Heering P, Funfstuck R, Risler T :  THERAPY OF 
MEMBRANOUS GLOMERULONEPHRITIS WITH NEPHROTIC SYNDROME-5 YEARS FOLLOW-UP OF A PROSPECTIVE, 
RANDOMIZED MULTICENTER STUDY. Journal of the American Society of Nephrology 1995;6:413-413 
[234] Ponticelli C, Zucchelli P, Imbasciati E, Cagnoli L, Pozzi C, Passerini P, Grassi C, Limido D, Pasquali S, Volpini T :  Controlled 
trial of methylprednisolone and chlorambucil in idiopathic membranous nephropathy. The New England journal of medicine 
1984;310(15):946-950 
[238] Chen Y, Schieppati A, Chen X, Cai G, Zamora J, Giuliano GA, Braun N, Perna A :  Immunosuppressive treatment for 
idiopathic membranous nephropathy in adults with nephrotic syndrome. The Cochrane database of systematic reviews 
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PICO (12.2) 
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Rituximab plus supportive therapy 
Vergleichsintervention: Supportive therapy 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Supportive 
therapy 

Rituximab plus 
supportive 

therapy 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

Relatives Risiko: 0.34 
(CI 95% 0.01 - 8.14) 

Basierend auf Daten von 
75 patienter und 1 

Studien1 
Beobachtzungszeit 6 

Months 

26 
pro 1000 

9 
pro 1000 

Niedrig 
Due to very serious imprecision2 

Rituximab plus 
supportive therapy 

alone may have little or 
no difference on 

malignancy 
Differenz: 17 weniger pro 1000 

(CI 95% 26 weniger - 186 mehr) 

Complete and 
partial remission 

6 months 

Relatives Risiko: 1.67 
(CI 95% 0.78 - 3.55) 

Basierend auf Daten von 
75 patienter und 1 

Studien3 
Beobachtzungszeit 6 

Months 

211 
pro 1000 

352 
pro 1000 Niedrig 

Due to serious imprecision, Due 
to serious indirectness4 

Rituximab plus 
supportive therapy may 

have little or no 
difference on complete 
or partial remission at 6 

months 
Differenz: 141 mehr pro 1000 
(CI 95% 46 weniger - 538 mehr) 

Complete and 
partial remission 

Median 17 
months 

Relatives Risiko: 1.9 
(CI 95% 1.15 - 3.13) 

Basierend auf Daten von 
75 patienter und 1 

Studien5 
Beobachtzungszeit 
Median 17 months 

342 
pro 1000 

650 
pro 1000 Niedrig 

Due to serious imprecision, Due 
to serious indirectness6 

Rituximab plus 
supportive therapy may 
increase complete or 

partial remission Differenz: 308 mehr pro 1000 
(CI 95% 51 mehr - 728 mehr) 

Partial remission 
 

Relatives Risiko: 3.08 
(CI 95% 1.25 - 7.62) 

Basierend auf Daten von 
75 patienter und 1 

Studien7 
Beobachtzungszeit 6 

Months 

132 
pro 1000 

407 
pro 1000 

Moderat 
Due to serious imprecision8 

Rituximab plus 
supportive therpay 
probably increases 
partial remission Differenz: 275 mehr pro 1000 

(CI 95% 33 mehr - 874 mehr) 



Serious adverse 
events 

 

Relatives Risiko: 1.23 
(CI 95% 0.41 - 3.69) 

Basierend auf Daten von 
75 patienter und 1 

Studien9 
Beobachtzungszeit 2 

Months 

132 
pro 1000 

162 
pro 1000 

Niedrig 
Due to very serious imprecision10 

We are uncertain 
whether rituximab plus 

supportive therapy 
increases or decreases 
serious adverse events 

Differenz: 30 mehr pro 1000 
(CI 95% 78 weniger - 355 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

19. Primary study [175] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
20. Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, due to few patients with malignancy;  
21. Systematic review mit  eingeschlossenen Studien: [175] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
22. In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient; Un zureich en de Präzision : sch werwiegen d. Only data 

from one study;  
23. Systematic review mit  eingeschlossenen Studien: [175] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
24. In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient; Un zureich en de Präzision : sch werwiegen d. Only data 

from one study;  
25. Systematic review mit  eingeschlossenen Studien: [175] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
26. Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  
27. Primary study [175] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
28. Un zu reich en de Präzision : seh r  sch werwiegen d. Only data from one study, due to few patients with serious adverse events;  
 
Referenzen 
[175] Dahan K., Debiec H., Plaisier E., Cachanado M., Rousseau A., Wakselman L., et AL :  Rituximab for severe membranous 
nephropathy: a 6-month trial with extended follow-up. Journal of the American Society of Nephrology 2017;28(1):348-358 
[238] Chen Y, Schieppati A, Chen X, Cai G, Zamora J, Giuliano GA, Braun N, Perna A :  Immunosuppressive treatment for 
idiopathic membranous nephropathy in adults with nephrotic syndrome. The Cochrane database of systematic reviews 
2014;(10):CD004293 
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PICO (12.3) 
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Rituximab 
Vergleichsintervention: Cyclosporine 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Cyclosporine Rituximab 

All-cause 
mortality 

 

Relatives Risiko 
(CI 95%  - ) 

Basierend auf Daten von 
130 patienter und 1 

Studien1 
Beobachtzungszeit 24 

months 

0 
pro 1000 

 
pro 1000 

Niedrig 
Due to very serious imprecision2 

There were too few who 
experienced the all-
cause mortality, to 
determine whether 
rituximab made a 

difference 
Differenz: weniger pro 1000 

 

End-stage kidney 
disease 

 

Relatives Risiko: 0.33 
(CI 95% 0.01 - 8.03) 

Basierend auf Daten von 
130 patienter und 1 

Studien3 
Beobachtzungszeit 24 

months 

15 
pro 1000 

5 
pro 1000 

Niedrig 
Due to very serious imprecision4 

Rituximab may have 
little or no difference on 

end-stage kidney 
disease Differenz: 10 weniger pro 1000 

(CI 95% 15 weniger - 105 mehr) 

Infection 
 

Relatives Risiko: 0.95 
(CI 95% 0.55 - 1.63) 

Basierend auf Daten von 
130 patienter und 1 

Studien5 
Beobachtzungszeit 24 

months 

292 
pro 1000 

277 
pro 1000 

Niedrig 
Due to very serious imprecision6 

Rituximab may have 
little or no difference on 

infection Differenz: 15 weniger pro 1000 
(CI 95% 131 weniger - 184 mehr) 

Complete 
remission 
24 months 

Relatives Risiko: 47.0 
(CI 95% 2.91 - 757.81) 

Basierend auf Daten von 
130 patienter und 1 

Studien7 
Beobachtzungszeit 24 

months 

16 
pro 1000 

752 
pro 1000 

Moderat 
Due to serious imprecision8 

Rituximab probably 
increases complete 

remission Differenz: 736 mehr pro 1000 
(CI 95% 31 mehr - 12109 mehr) 

Total remission 
24 months 

Relatives Risiko: 3.0 
(CI 95% 1.77 - 5.07) 

Basierend auf Daten von 
130 patienter und 1 

Studien9 
Beobachtzungszeit 24 

months 

200 
pro 1000 

600 
pro 1000 

Moderat 
Due to serious imprecision10 

Rituximab probably 
increases total 

remission Differenz: 400 mehr pro 1000 
(CI 95% 154 mehr - 814 mehr) 

Partial remission 
 

Relatives Risiko: 1.23 
(CI 95% 0.65 - 2.35) 

Basierend auf Daten von 
130 patienter und 1 

Studien11 
 

200 
pro 1000 

246 
pro 1000 Moderat 

Due to serious imprecision12 
Rituximab probably has 
little or no difference on 

partial remission Differenz: 46 mehr pro 1000 
(CI 95% 70 weniger - 270 mehr) 

Relapse 
 

Relatives Risiko: 0.1 
(CI 95% 0.02 - 0.39) 

Basierend auf Daten von 
73 patienter und 1 

Studien13 
Beobachtzungszeit 24 

months 

529 
pro 1000 

53 
pro 1000 

Moderat 
Due to serious imprecision14 

Rituximab may 
decrease relapse Differenz: 476 weniger pro 

1000 
(CI 95% 518 weniger - 323 

weniger) 

Serious adverse 
events 

Relatives Risiko: 0.55 
(CI 95% 0.29 - 1.05) 

308 
pro 1000 

169 
pro 1000 Niedrig 



 Basierend auf Daten von 
130 patienter und 1 

Studien15 
Beobachtzungszeit 24 

months 

Differenz: 139 weniger pro 
1000 

(CI 95% 219 weniger - 15 mehr) 

Due to serious risk of bias, Due to 
serious imprecision16 Rituximab may have 

little or no difference on 
serious adverse events 

Physical health - 
Quality of Life 

 

Gemessen mit: SF-12 
Physical health 

Skala:  - 
Basierend auf Daten von 

130 patienter und 1 
Studien17 

Beobachtzungszeit 24 
months 

49.9 
Mittelwert 

47.8 
Mittelwert 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision18 

Rituximab may have 
little or no difference on 
physical health - quality 

of life  Differenz: MD 2.10 kleiner 
(CI 95% 5.03 kleiner - 0.83 Größer) 

Mental health - 
Quality of Life 

 

Gemessen mit: SF-12 
Mental health 

Skala:  - 
Basierend auf Daten von 

130 patienter und 1 
Studien19 

Beobachtzungszeit 24 
months 

55 
Mittelwert 

53.4 
Mittelwert 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision20 

Rituximab may have 
little or no difference on 
mental health - quality 

of life Differenz: MD 1.60 kleiner 
(CI 95% 3.56 kleiner - 0.36 Größer) 

29. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

30. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d.  

31. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

32. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d. Wide confidence 
intervals, Only data from one study;  

33. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

34. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d. Wide confidence 
intervals, Only data from one study;  

35. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

36. Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  
37. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
38. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 

of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : sch werwiegen d. Only data from one 
study;  

39. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

40. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : sch werwiegen d. Only data from one 
study;  

41. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

42. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : sch werwiegen d. Only data from one 
study;  

43. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

44. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

45. Systematic review [239] mit  eingeschlossenen Studien: [237] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

46. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

47. Systematic review [239] mit  eingeschlossenen Studien: [237] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  



48. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

 
Referenzen 
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JF, McCarthy ET, Brenchley P, Sethi S, Avila-Casado C, Beanlands H, Lieske JC, Philibert D, Li T, Thomas LF, Green DF, Juncos 
LA, Beara-Lasic L, Blumenthal SS, Sussman AN, Erickson SB, Hladunewich M, Canetta PA, Hebert LA, Leung N, Radhakrishnan J, 
Reich HN, Parikh SV, Gipson DS, Lee DK, da Costa BR, Jüni P, Cattran DC :  Rituximab or Cyclosporine in the Treatment of 
Membranous Nephropathy. The New England Journal of Medicine 2019;381(1):36-46 
[238] Chen Y, Schieppati A, Chen X, Cai G, Zamora J, Giuliano GA, Braun N, Perna A :  Immunosuppressive treatment for 
idiopathic membranous nephropathy in adults with nephrotic syndrome. The Cochrane database of systematic reviews 
2014;(10):CD004293 
[239]  Immunosuppressive treatment for idiopathic membranous nephropathy in adults with nephrotic syndrome. 2019. 
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PICO (12.3) 
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Rituximab 
Vergleichsintervention: Cyclosporine 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Cyclosporine Rituximab 

All-cause 
mortality 

 

Relatives Risiko 
(CI 95%  - ) 

Basierend auf Daten von 
130 patienter und 1 

Studien1 
Beobachtzungszeit 24 

months 

0 
pro 1000 

 
pro 1000 

Niedrig 
Due to very serious imprecision2 

There were too few who 
experienced the all-
cause mortality, to 
determine whether 
rituximab made a 

difference 
Differenz: weniger pro 1000 

 

End-stage kidney 
disease 

 

Relatives Risiko: 0.33 
(CI 95% 0.01 - 8.03) 

Basierend auf Daten von 
130 patienter und 1 

Studien3 
Beobachtzungszeit 24 

months 

15 
pro 1000 

5 
pro 1000 

Niedrig 
Due to very serious imprecision4 

Rituximab may have 
little or no difference on 

end-stage kidney 
disease Differenz: 10 weniger pro 1000 

(CI 95% 15 weniger - 105 mehr) 

Infection 
 

Relatives Risiko: 0.95 
(CI 95% 0.55 - 1.63) 

Basierend auf Daten von 
130 patienter und 1 

Studien5 
Beobachtzungszeit 24 

months 

292 
pro 1000 

277 
pro 1000 

Niedrig 
Due to very serious imprecision6 

Rituximab may have 
little or no difference on 

infection Differenz: 15 weniger pro 1000 
(CI 95% 131 weniger - 184 mehr) 

Complete 
remission 
24 months 

Relatives Risiko: 47.0 
(CI 95% 2.91 - 757.81) 

Basierend auf Daten von 
130 patienter und 1 

Studien7 
Beobachtzungszeit 24 

months 

16 
pro 1000 

752 
pro 1000 

Moderat 
Due to serious imprecision8 

Rituximab probably 
increases complete 

remission Differenz: 736 mehr pro 1000 
(CI 95% 31 mehr - 12109 mehr) 

Total remission 
24 months 

Relatives Risiko: 3.0 
(CI 95% 1.77 - 5.07) 

Basierend auf Daten von 
130 patienter und 1 

Studien9 
Beobachtzungszeit 24 

months 

200 
pro 1000 

600 
pro 1000 

Moderat 
Due to serious imprecision10 

Rituximab probably 
increases total 

remission Differenz: 400 mehr pro 1000 
(CI 95% 154 mehr - 814 mehr) 

Partial remission 
 

Relatives Risiko: 1.23 
(CI 95% 0.65 - 2.35) 

Basierend auf Daten von 
130 patienter und 1 

Studien11 
 

200 
pro 1000 

246 
pro 1000 Moderat 

Due to serious imprecision12 
Rituximab probably has 
little or no difference on 

partial remission Differenz: 46 mehr pro 1000 
(CI 95% 70 weniger - 270 mehr) 

Relapse 
 

Relatives Risiko: 0.1 
(CI 95% 0.02 - 0.39) 

Basierend auf Daten von 
73 patienter und 1 

Studien13 
Beobachtzungszeit 24 

months 

529 
pro 1000 

53 
pro 1000 

Moderat 
Due to serious imprecision14 

Rituximab may 
decrease relapse Differenz: 476 weniger pro 

1000 
(CI 95% 518 weniger - 323 

weniger) 

Serious adverse 
events 

Relatives Risiko: 0.55 
(CI 95% 0.29 - 1.05) 

308 
pro 1000 

169 
pro 1000 Niedrig 



 Basierend auf Daten von 
130 patienter und 1 

Studien15 
Beobachtzungszeit 24 

months 

Differenz: 139 weniger pro 
1000 

(CI 95% 219 weniger - 15 mehr) 

Due to serious risk of bias, Due to 
serious imprecision16 Rituximab may have 

little or no difference on 
serious adverse events 

Physical health - 
Quality of Life 

 

Gemessen mit: SF-12 
Physical health 

Skala:  - 
Basierend auf Daten von 

130 patienter und 1 
Studien17 

Beobachtzungszeit 24 
months 

49.9 
Mittelwert 

47.8 
Mittelwert 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision18 

Rituximab may have 
little or no difference on 
physical health - quality 

of life  Differenz: MD 2.10 kleiner 
(CI 95% 5.03 kleiner - 0.83 Größer) 

Mental health - 
Quality of Life 

 

Gemessen mit: SF-12 
Mental health 

Skala:  - 
Basierend auf Daten von 

130 patienter und 1 
Studien19 

Beobachtzungszeit 24 
months 

55 
Mittelwert 

53.4 
Mittelwert 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision20 

Rituximab may have 
little or no difference on 
mental health - quality 

of life Differenz: MD 1.60 kleiner 
(CI 95% 3.56 kleiner - 0.36 Größer) 

49. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

50. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d.  

51. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

52. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d. Wide confidence 
intervals, Only data from one study;  

53. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

54. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d. Wide confidence 
intervals, Only data from one study;  

55. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

56. Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  
57. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
58. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 

of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : sch werwiegen d. Only data from one 
study;  

59. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

60. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : sch werwiegen d. Only data from one 
study;  

61. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

62. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : sch werwiegen d. Only data from one 
study;  

63. Systematic review [239] mit  eingeschlossenen Studien: MENTOR 2015 Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

64. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

65. Systematic review [239] mit  eingeschlossenen Studien: [237] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

66. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

67. Systematic review [239] mit  eingeschlossenen Studien: [237] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  



68. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

 
Referenzen 
[237] Fervenza FC, Appel GB, Barbour SJ, Rovin BH, Lafayette RA, Aslam N, Jefferson JA, Gipson PE, Rizk DV, Sedor JR, Simon 
JF, McCarthy ET, Brenchley P, Sethi S, Avila-Casado C, Beanlands H, Lieske JC, Philibert D, Li T, Thomas LF, Green DF, Juncos 
LA, Beara-Lasic L, Blumenthal SS, Sussman AN, Erickson SB, Hladunewich M, Canetta PA, Hebert LA, Leung N, Radhakrishnan J, 
Reich HN, Parikh SV, Gipson DS, Lee DK, da Costa BR, Jüni P, Cattran DC :  Rituximab or Cyclosporine in the Treatment of 
Membranous Nephropathy. The New England Journal of Medicine 2019;381(1):36-46 
[238] Chen Y, Schieppati A, Chen X, Cai G, Zamora J, Giuliano GA, Braun N, Perna A :  Immunosuppressive treatment for 
idiopathic membranous nephropathy in adults with nephrotic syndrome. The Cochrane database of systematic reviews 
2014;(10):CD004293 
[239]  Immunosuppressive treatment for idiopathic membranous nephropathy in adults with nephrotic syndrome. 2019. 
 
  



Evidenztabelle S11a ( NEU) 
 
PICO (12.6) 
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Rituximab 
Vergleichsintervention: Cyclophosphamide 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Cyclophospha

mide Rituximab 

All-cause 
mortality 

 

Relatives Risiko 
(CI 95%  - ) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 36 

months 

0 
pro 1000 

 
pro 1000 

Niedrig 
Due to very serious imprecision1 

Es gab zu wenige 
Ereignisse um zu 
bestimmen, ob 

Rituximab einen 
Unterschied macht. 

Differenz: weniger pro 1000 
 

End-stage kidney 
disease 

 

Relatives Risiko 
(CI 95%  - ) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 36 

Monate 

0 
pro 1000 

 
pro 1000 

Niedrig 
Due to very serious imprecision2 

Es gab keine 
ausreichenden 

Ereignisse um einen 
Unterschied 
festzustellen 

Differenz: weniger pro 1000 
 

Infektionen 
 

Relatives Risiko: 0.55 
(CI 95%  - ) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 36 

Monate 

243 
pro 1000 

134 
pro 1000 

Niedrig 
Due to very serious imprecision3 

Rituximab may have 
little or no difference on 

infection Differenz: 109 weniger pro 
1000 

 

Komplette 
Remission4 
12 Monate 

Odds ratio: 0.6 
(CI 95% 0.13 - 1.23) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 12 

Monate 

160 
pro 1000 

103 
pro 1000 

Niedrig 
Due to serious imprecision5 

Cyclophosphamid führt 
zu einer früheren 

Remission als 
Rituximab Differenz: 57 weniger pro 1000 

(CI 95% 136 weniger - 30 mehr) 

Komplette oder 
partielle 

Remission 
12 Monate 

Odds ratio: 0.6 
(CI 95% 0.23 - 1.63) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 12 

Monate 

730 
pro 1000 

619 
pro 1000 

Niedrig 
Due to serious imprecision6 

Cyclophosphamid führt 
zu einer früheren 

Remission als 
Rituximab 

Differenz: 111 weniger pro 
1000 

(CI 95% 347 weniger - 85 mehr) 

Komplette 
Remission nach 

18 Monaten7 
18 Monate 

Odds ratio: 1.75 
(CI 95% 0.57 - 5.36) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 18 

Monate 

210 
pro 1000 

317 
pro 1000 Niedrig 

Aufgrund von schwerwiegenden 
unzureichende präzision8 

Nach 18 Monaten führt 
Rituximab häufiger zur 

Remission als 
Cyclophosphamid Differenz: 107 mehr pro 1000 

(CI 95% 78 weniger - 378 mehr) 

Komplette oder 
partielle 

Remission 
18 Monate 

Odds ratio: 0.49 
(CI 95% 0.16 - 1.49) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 18 

Monate 

790 
pro 1000 

648 
pro 1000 

Niedrig 
 

Nach 18 Monaten führt 
Cyclophosphamid 
häufiger zu einer 
kompletten oder 

partiellen Remission als 
Rituximab 

Differenz: 142 weniger pro 
1000 

(CI 95% 414 weniger - 59 mehr) 

Komplette 
Remission nach 

24 Monaten9 
24 Monate 

Odds ratio: 1.33 
(CI 95% 0.46 - 3.89) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 

24Monate 

350 
pro 1000 

417 
pro 1000 Niedrig 

Aufgrund von schwerwiegenden 
unzureichende präzision10 

Nach 24 Monaten führt 
Rituximab häufiger zur 

Remission als 
Cyclophosphamid Differenz: 67 mehr pro 1000 

(CI 95% 151 weniger - 327 mehr) 



Komplette oder 
partielle 

Remission 
24 Monate 

Odds ratio: 1.32 
(CI 95% 0.33 - 5.29) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 24 

Monate 

810 
pro 1000 

849 
pro 1000 

Niedrig 
 

Nach 24 Monaten gibt 
es keinen relevanten 

Unterschied bezüglich 
der 

Behandlungsgruppen 
und des Erreichens des 

Endpunktes 

Differenz: 39 mehr pro 1000 
(CI 95% 225 weniger - 148 mehr) 

Komplette 
Remission nach 
36 Monaten11 

36 Monate 

Odds ratio: 0.92 
(CI 95% 0.25 - 3.41) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 

24Monate 

320 
pro 1000 

302 
pro 1000 Niedrig 

Aufgrund von schwerwiegenden 
unzureichende präzision12 

Nach 36 Monaten gibt 
es keinen relevanten 
Unterschied zwischen 

den Behandlungsarmen Differenz: 18 weniger pro 1000 
(CI 95% 215 weniger - 296 mehr) 

Komplette oder 
partielle 

Remission 
36 Monate 

Odds ratio: 2.12 
(CI 95% 0.45 - 9.96) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 36 

Monate 

730 
pro 1000 

851 
pro 1000 

Niedrig 
 

Nach 36 Monaten 
erreichen mehr 
Patienten unter 

Rituximab noch eine 
komplette oder partielle 

Remission 
Differenz: 121 mehr pro 1000 
(CI 95% 181 weniger - 234 mehr) 

Adverse events 
 

Relatives Risiko: 1.0 
(CI 95%  - ) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 36 

Monate 

160 
pro 1000 

160 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision13 

Es gibt nur kleine bis 
keine Unterschiede 

bezüglich des 
Auftretens von Adverse 
Events unter Rituximab 

Differenz: 0 weniger pro 1000 
 

Serious Adverse 
events 

36 Monate 

Relatives Risiko: 1.36 
(CI 95%  - ) 

Basierend auf Daten von 
74 patienter und 1 

Studien 
Beobachtzungszeit 36 

Monate 

140 
pro 1000 

190 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision14 

Unter Rituximab gibt es 
einen Unterschied 

bezüglich des 
Auftretens von serious 

adverse events 
Differenz: 50 mehr pro 1000 

 

Reduktion der 
Proteinurie15 
24 Monate 

Gemessen mit: 
Proteinurie g&#x2F;d 

Skala:  - 
Basierend auf Daten von 

74 patienter und 1 
Studien 

Beobachtzungszeit 24 
months 

0.7 
Mittelwert 

5.4 
Mittelwert 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision16 

Der Abfall der 
Proteinurie fällt nach 24 

Moanten in beiden 
Behandlungsgruppen 

gleich aus.  
Differenz: MD 5.4 kleiner 

(CI 95% 0.2 kleiner - 2.2 Größer) 

 
REF: Scolari, F., et al., Rituximab or Cyclophosphamide in the Treatment of Membranous Nephropathy: The RI-CYCLO 
Randomized Trial. J Am Soc Nephrol, 2021. 32(4): p. 972-982. 
 
 
 

69. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d.  

70. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d. Wide confidence 
intervals, Only data from one study;  

71. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 
of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : seh r  sch werwiegen d. Wide confidence 
intervals, Only data from one study;  

72. undefined 
73. Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  
74. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 

of blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : sch werwiegen d. Only data from one 
study;  

75. undefined 
76. Un zu reich en de Präzision : sch werwiegen d. Daten von nur einer studien, Weite Konfidenzintervalle;  
77. undefined 
78. Un zu reich en de Präzision : sch werwiegen d. Daten von nur einer studien, Weite Konfidenzintervalle;  
79. undefined 



80. Un zu reich en de Präzision : sch werwiegen d. Daten von nur einer studien, Weite Konfidenzintervalle;  
81. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

82. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

83. undefined 
84. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

 



  



1 März 2025 - Copy of - KDIGO Clinical Practice Guideline for Glomerulonephritis 
 
PICO (12.7) Tabelle 11 b Neu  
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Calcineurin inhibitors 6 months plus Rituximab 1 g 
Vergleichsintervention: Alkylating agents pus Steroids 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Alkylating 

agents 
Calcineurin 
inhibitors 

End-stage kidney 
disease 

 

Relatives Risiko: 0.33 
(CI 95% 0.01 - 7.9) 

Basierend auf Daten von 
86 patienter und 1 

Studien1 
Beobachtzungszeit 24 

Monate 

23 
pro 1000 

8 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision, Due to 

serious indirectness2 

We are uncertain 
whether calcineurin 

inhibitors plus 
Rituximab compared 
with alkylating agents 

plus steroids  increases 
or decreases end-stage 

kidney disease 

Differenz: 15 weniger pro 1000 
(CI 95% 23 weniger - 159 mehr) 

Doubling serum 
creatinine 

 

Relatives Risiko: 5.0 
(CI 95% 0.6 - 41.03) 

Basierend auf Daten von 
86 patienter und 1 

Studien3 
Beobachtzungszeit 24 

Monate 

20 
pro 1000 

100 
pro 1000 Sehr niedrig 

Due to very serious imprecision, 
Due to serious risk of bias, Due to 

very wide confidence intervals4 

We are uncertain 
whether calcineurin 

inhibitors plus Ritiximab 
compared with 

alkylating agents plus 
steroids increases  

doubling serum 
creatinine 

Differenz: 80 mehr pro 1000 
(CI 95% 8 weniger - 801 mehr) 

Infection 
 

Relatives Risiko: 0.66 
(CI 95% 0.38 - 1.2) 

Basierend auf Daten von 
86 patienter und 1 

Studien5 
Beobachtzungszeit 24 

Monate 

440 
pro 1000 

290 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision, Due to wide 

confidence intervals6 

Calcineurin inhibitors 
plus Ritiximab  
compared with 

alkyalting agents plus 
Steroids may have little 
difference on infection. 

Differenz: 150 weniger pro 
1000 

(CI 95% 273 weniger - 88 mehr) 

Malignancy 
 

Relatives Risiko: 0.5 
(CI 95% 0.04 - 5.3) 

Basierend auf Daten von 
86 patienter und 1 

Studien7 
Beobachtzungszeit 24 

Monate 

46 
pro 1000 

23 
pro 1000 

 
 

There were too few who 
experienced the 
malignancy, to 

determine whether 
calcineurin inhibitors 

compared to alkylating 
agents made a 

difference 

Differenz: 23 weniger pro 1000 
(CI 95% 44 weniger - 198 mehr) 

Complete or 
partial remission 

24 Monate 

Relatives Risiko: 1.44 
(CI 95% 1.08 - 1.92) 

Basierend auf Daten von 
86 patienter und 1 

Studien 
Beobachtzungszeit 24 

Monate 

830 
pro 1000 

1195 
pro 1000 Niedrig 

Due to serious indirectness, Due 
to serious inconsistency8 

Calcineurin inhibitors 
plus Rituximab may be 
less efficient to achieve 

complete or partial 
remission. 

Differenz: 365 mehr pro 1000 
(CI 95% 66 mehr - 764 mehr) 

Complete 
remission 

Follow-up ≥ 2 
years 

Relatives Risiko: 0.43 
(CI 95% 0.24 - 0.74) 

Basierend auf Daten von 
86 patienter und 1 

Studien9 
Beobachtzungszeit 24 

Monate 

600 
pro 1000 

258 
pro 1000 

Niedrig 
Due to very serious risk of bias10 

Calcineurin inhibitors 
plus Rituximab may be 
less efficient to achieve 

complete remission. 
Differenz: 342 weniger pro 

1000 
(CI 95% 456 weniger - 156 

weniger) 
85. Primary study [171] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
86. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias unclear sequence, allocat ion concealement and 
blinding for two studies (Cheng 2010a); In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient; Un zureich en de 
Präzision : seh r  sch werwiegen d. Wide confidence intervals, Low number of pat ients and few events;  

87. Systematic review mit  eingeschlossenen Studien: [227] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
88. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide 

confidence intervals, Only data from one study, Low number of pat ients;  
89. Primary study [196] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  



90. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias and unclear sequence generat ion, allocat ion 
concealment and blinding in the Xu 2013a study; Un zu reich en de Präzision : sch werwiegen d. due to few events;  

91. Primary study [196] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
92. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 

of blinding of outcome assessors, result ing in potential for detect ion bias; In kon sist en z: sch werwiegen d. Point  est imates vary widely, The 
magnitude of stat ist ical heterogeneity was high, with I^2:64%, ; In direkth eit : sch werwiegen d. The outcome t ime frame in studies were 
insufficient;  

93. Primary study [226] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
94. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias, due to due to including data from a follow up study 
and an abstract  only publicat ion;  

 
Referenzen 
(1) 
 
• 1. Fernández-Juárez G, Rojas-Rivera J, Logt AV, Justino J, Sevillano A, Caravaca-Fontán F, et al. 
The STARMEN trial indicates that alternating treatment with corticosteroids and cyclophosphamide is 
superior to sequential treatment with tacrolimus and rituximab in primary membranous nephropathy. 
Kidney Int. 2021;99(4):986-98. 
 
  



 
Evidenztabelle S12  
 
6 Feb. 2024 - Copy of - KDIGO Clinical Practice Guideline for Glomerulonephritis 
 
PICO (12.4) 
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Calcineurin inhibitors 
Vergleichsintervention: Placebo/no treatment or steroids 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung Placebo/no 

treatment or 
steroids 

Calcineurin 
inhibitors 

All-cause 
mortality 

 

Relatives Risiko: 1.54 
(CI 95% 0.42 - 5.65) 

Basierend auf Daten von 
253 patienter und 7 

Studien1 
Beobachtzungszeit Mean 

23 months 

17 
pro 1000 

26 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision2 

We are uncertain 
whether calcineurin 

inhibitors compared with 
placebo or no treatment 
or steroids increases or 

decreases all-cause 
mortality 

Differenz: 9 mehr pro 1000 
(CI 95% 10 weniger - 79 mehr) 

End-stage kidney 
disease 

 

Relatives Risiko: 1.21 
(CI 95% 0.52 - 2.79) 

Basierend auf Daten von 
253 patienter und 7 

Studien3 
Beobachtzungszeit Mean 

23 months 

85 
pro 1000 

103 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
serious imprecision, Due to 

serious indirectness4 

We are uncertain 
whether calcineurin 

inhibitors increases or 
decreases end-stage 

kidney disease 
Differenz: 18 mehr pro 1000 
(CI 95% 41 weniger - 152 mehr) 

≥ 50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥ 50% 

loss of GFR Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

Relatives Risiko: 1.64 
(CI 95% 0.71 - 3.76) 

Basierend auf Daten von 
163 patienter und 5 

Studien5 
Beobachtzungszeit Mean 

23.4 months 

80 
pro 1000 

131 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
serious imprecision, Due to 

serious indirectness6 

We are uncertain 
whether calcineurin 

inhibitors compared with 
placebo or no treatment 
or steroids increases or 

decreases complete 
remission 

Differenz: 51 mehr pro 1000 
(CI 95% 23 weniger - 221 mehr) 

Complete 
remission 

Follow-up ≥ 2 
years 

Relatives Risiko: 1.87 
(CI 95% 0.74 - 4.75) 

Basierend auf Daten von 
81 patienter und 2 

Studien7 
Beobachtzungszeit Mean 

45 months 

147 
pro 1000 

275 
pro 1000 

Niedrig 
Due to very serious risk of bias8 

Calcineurin inhibitors 
may have little or no 

difference on complete 
remission Differenz: 128 mehr pro 1000 

(CI 95% 38 weniger - 551 mehr) 

Doubling serum 
creatinine 

Relatives Risiko: 0.96 
(CI 95% 0.35 - 2.64) 

147 
pro 1000 

141 
pro 1000 Sehr niedrig We are uncertain 

whether calcineurin 



 Basierend auf Daten von 
84 patienter und 2 

Studien9 
Beobachtzungszeit Mean 

39 months 

Differenz: 6 weniger pro 1000 
(CI 95% 96 weniger - 241 mehr) 

Due to serious risk of bias, Due to 
very serious imprecision10 

inhibitors compared with 
placebo or no treatment 
or steroids increases or 

decreases doubling 
serum creatinine 

Doubling serum 
creatinine 

Follow-up ≥ 5 
years 

Relatives Risiko: 0.67 
(CI 95% 0.18 - 2.47) 

Basierend auf Daten von 
33 patienter und 1 

Studien11 
Beobachtzungszeit 60 

months 

147 
pro 1000 

98 
pro 1000 Sehr niedrig 

Due to very serious risk of bias, 
Due to very serious imprecision12 

We are uncertain 
whether calcineurin 

inhibitors compared with 
placebo or no treatment 
or steroids increases or 

decreases doubling 
serum creatinine 

Differenz: 49 weniger pro 1000 
(CI 95% 121 weniger - 216 mehr) 

50% increase in 
serum creatinine 

 

Relatives Risiko: 0.55 
(CI 95% 0.05 - 5.75) 

Basierend auf Daten von 
99 patienter und 2 

Studien13 
Beobachtzungszeit Mean 

24 months 

174 
pro 1000 

96 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision, Due to 

serious inconsistency14 

We are uncertain 
whether calcineurin 

inhibitors compared with 
placebo or no treatment 
or steroids increases or 

decreases 50% 
increase in serum 

creatinine 

Differenz: 78 weniger pro 1000 
(CI 95% 165 weniger - 827 mehr) 

Serious adverse 
effects 

 

Relatives Risiko: 1.59 
(CI 95% 0.86 - 2.92) 

Basierend auf Daten von 
75 patienter und 1 

Studien15 
Beobachtzungszeit 3 

years 

289 
pro 1000 

460 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision16 

Calcineurin inhibitors 
comapred with placebo 

or no treatment or 
steroids may have little 

or no difference on 
serious adverse effects 

Differenz: 171 mehr pro 1000 
(CI 95% 40 weniger - 555 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

95. Systematic review mit  eingeschlossenen Studien: [227], [187], [192], [167], [193], [169], [208] Baselin e/Vergleich sin t erven t ion  Kontrollarm 
aus der Referenz für Interventionsarm .  

96. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Incomplete data and/or large loss to follow up; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, due to few 
events;  

97. Systematic review mit  eingeschlossenen Studien: [169], [193], [208], [167], [192], [227], [187] Baselin e/Vergleich sin t erven t ion  Kontrollarm 
aus der Referenz für Interventionsarm .  

98. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Incomplete data and/or large loss to follow up; In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient; 
Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals;  

99. Systematic review mit  eingeschlossenen Studien: [193], [227], [192], [167], [208] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

100. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Incomplete data and/or large loss to follow up; In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient; 
Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals, Low number of pat ients and few events;  

101. Systematic review mit  eingeschlossenen Studien: [208], [227] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

102. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in the potential for performance 
bias, Incomplete data and/or large loss to follow up, Only the abstract  was available and unpublished data were included, Inadequate/lack of 
blinding of outcome assessors, result ing in potential for detect ion bias;  

103. Systematic review mit  eingeschlossenen Studien: [167], [227] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

104. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias and due to including an abstract  (Braun); 
Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Low number of pat ients and few events;  

105. Systematic review mit  eingeschlossenen Studien: [227] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
106. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in the potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, result ing in the potential for detect ion bias, only the abstract  was available and 
unpublished data were included; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Low number of pat ients and 
few events, Only data from one study;  

107. Systematic review mit  eingeschlossenen Studien: [167], [208] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  



108. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; In kon sist en z: sch werwiegen d. The magnitude of 
stat ist ical heterogeneity was high, with I^2: 70%.; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Low number 
of pat ients and few events;  

109. Systematic review mit  eingeschlossenen Studien: [187] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
110. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study, Low number of pat ients;  
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PICO (12.5) 
Population: Adults with primary membranous nephropathy with nephrotic syndrome 
Intervention: Calcineurin inhibitors 
Vergleichsintervention: Alkylating agents 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Alkylating 
agents 

Calcineurin 
inhibitors 

All-cause 
mortality 

 

Relatives Risiko: 1.04 
(CI 95% 0.21 - 5.16) 

Basierend auf Daten von 
238 patienter und 5 

Studien1 
Beobachtzungszeit Mean 

20 months 

18 
pro 1000 

19 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
serious inconsistency, Due to 
serious imprecision, Due to 

serious indirectness2 

We are uncertain 
whether calcineurin 

inhibitors compared with 
alkylating agents 

increases or decreases 
all-cause mortality 

Differenz: 1 mehr pro 1000 
(CI 95% 14 weniger - 75 mehr) 

End-stage kidney 
disease 

 

Relatives Risiko: 1.45 
(CI 95% 0.14 - 14.69) 

Basierend auf Daten von 
178 patienter und 4 

Studien3 
Beobachtzungszeit Mean 

23 months 

12 
pro 1000 

17 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision, Due to 

serious indirectness4 

We are uncertain 
whether calcineurin 

inhibitors compared with 
alkylating agents 

increases or decreases 
end-stage kidney 

disease 

Differenz: 5 mehr pro 1000 
(CI 95% 10 weniger - 164 mehr) 

Doubling serum 
creatinine 

 

Relatives Risiko: 0.73 
(CI 95% 0.21 - 2.48) 

Basierend auf Daten von 
38 patienter und 1 

Studien5 
Beobachtzungszeit 60 

months 

250 
pro 1000 

183 
pro 1000 Sehr niedrig 

Due to very serious imprecision, 
Due to serious risk of bias6 

We are uncertain 
whether calcineurin 

inhibitors compared with 
alkylating agents 

increases or decreases 
doubling serum 

creatinine 

Differenz: 67 weniger pro 1000 
(CI 95% 197 weniger - 370 mehr) 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

Infection 
 

Relatives Risiko: 0.66 
(CI 95% 0.29 - 1.52) 

Basierend auf Daten von 
288 patienter und 4 

Studien7 
Beobachtzungszeit Mean 

13 months 

110 
pro 1000 

73 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision8 

Calcineurin inhibitors 
compared with 

alkyalting agents may 
have little or no 

difference on infection 
Differenz: 37 weniger pro 1000 

(CI 95% 78 weniger - 57 mehr) 

Malignancy 
 

Relatives Risiko: 0.0 
(CI 95% 0.0 - 0.0) 

Basierend auf Daten von 
58 patienter und 1 

Studien9 
Beobachtzungszeit 12 

Months 

0 
pro 1000 

0 
pro 1000 

 
 

There were too few who 
experienced the 
malignancy, to 

determine whether 
calcineurin inhibitors 

compared to alkylating 
agents made a 

difference 

Differenz: 0 weniger pro 1000 
(CI 95% 0 weniger - 0 weniger) 

Complete 
remission 

 

Relatives Risiko: 1.24 
(CI 95% 0.83 - 1.85) 

Basierend auf Daten von 
560 patienter und 10 

Studien10 
Beobachtzungszeit Mean 

19.5 months 

351 
pro 1000 

435 
pro 1000 Niedrig 

Due to serious indirectness, Due 
to serious inconsistency11 

Calcineurin inhibitors 
may have little or no 

difference on complete 
remission Differenz: 84 mehr pro 1000 

(CI 95% 60 weniger - 298 mehr) 

Complete 
remission 

Relatives Risiko: 0.65 
(CI 95% 0.4 - 1.06) 

280 
pro 1000 

182 
pro 1000 

Niedrig 
Due to very serious risk of bias13 

Calcineurin inhibitors 
compared with 



Follow-up ≥ 2 
years 

Basierend auf Daten von 
71 patienter und 2 

Studien12 
Beobachtzungszeit 42 

Months 

Differenz: 98 weniger pro 1000 
(CI 95% 168 weniger - 17 mehr) 

alkyalting agents may 
have little or no 

difference on complete 
remission 

≥ 20% loss of 
GFR 

 

Relatives Risiko: 1.4 
(CI 95% 1.0 - 1.95) 

Basierend auf Daten von 
69 patienter und 1 

Studien14 
Beobachtzungszeit 3 

years 

576 
pro 1000 

806 
pro 1000 Niedrig 

Due to serious imprecision, Due 
to serious risk of bias15 

Calcineurin inhibitors 
compared with 

alkylating agents 
probably increase ≥ 

20% loss of GFR 
Differenz: 230 mehr pro 1000 

(CI 95% 0 weniger - 547 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

111. Systematic review mit  eingeschlossenen Studien: [192], [171], [227], [203], [196] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

112. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias 
unclear sequence, allocat ion concealement and blinding for two studies (Cheng 2010a, Peng 2016); In kon sist en z: sch werwiegen d. Point  
est imates vary widely; In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient; Un zu reich en de Präzision : 
sch werwiegen d. due to few events, Wide confidence intervals;  

113. Systematic review mit  eingeschlossenen Studien: [192], [171], [196], [227] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

114. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias unclear sequence, allocat ion concealement and 
blinding for two studies (Cheng 2010a); In direkth eit : sch werwiegen d. The outcome t ime frame in studies were insufficient; Un zureich en de 
Präzision : seh r  sch werwiegen d. Wide confidence intervals, Low number of pat ients and few events;  

115. Systematic review mit  eingeschlossenen Studien: [227] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
116. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide 

confidence intervals, Only data from one study, Low number of pat ients;  
117. Systematic review mit  eingeschlossenen Studien: [196], [209], [203], [220] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
118. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias and unclear sequence generat ion, allocat ion 
concealment and blinding in the Xu 2013a study; Un zu reich en de Präzision : sch werwiegen d. due to few events;  

119. Systematic review mit  eingeschlossenen Studien: [196] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
120. Systematic review mit  eingeschlossenen Studien: [192], [196], [184], [171], [236], [227], [187], [209], [220], [203] 

Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
121. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 

of blinding of outcome assessors, result ing in potential for detect ion bias; In kon sist en z: sch werwiegen d. Point  est imates vary widely, The 
magnitude of stat ist ical heterogeneity was high, with I^2:64%, ; In direkth eit : sch werwiegen d. The outcome t ime frame in studies were 
insufficient;  

122. Systematic review mit  eingeschlossenen Studien: [226], [227] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

123. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias, due to due to including data from a follow up study 
and an abstract  only publicat ion;  

124. Systematic review mit  eingeschlossenen Studien: [187] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
125. Risiko für  Bias: sch werwiegen d. Unclear blinding of outcome assessors, result ing in potential for detect ion bias; Un zureich en de Präzision : 

sch werwiegen d. Only data from one study, Low number of pat ients;  
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PICO (13.1.1) Tabelle S 14 
Population: First episode of nephrotic syndrome in children 
Intervention: Corticosteroid therapy 12 weeks or more duration 
Vergleichsintervention: Corticosteroid therapy 8 weeks duration 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung Corticosteroid 
therapy 8 

weeks 

Corticosteroid 
therapy 12 

weeks duration 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Infection 
 

Relatives Risiko: 0.87 
(CI 95% 0.62 - 1.22) 

Basierend auf Daten von 
265 patienter und 3 

Studien1 
Beobachtzungszeit Mean 

18 months 

342 
pro 1000 

298 
pro 1000 

Niedrig 
Due to very serious risk of bias2 

Compared with 2 
months, 3 month or 

more of corticosteroid 
therapy in children with 

a first episode of 
nephrotic syndrome 
may have little or no 

difference on infection 

Differenz: 44 weniger pro 1000 
(CI 95% 130 weniger - 75 mehr) 

Corticosteroid-
related adverse 

events - 
Ophthalmological 

disorders 
 

Relatives Risiko: 0.53 
(CI 95% 0.16 - 1.77) 

Basierend auf Daten von 
695 patienter und 7 

Studien3 
Beobachtzungszeit Mean 

19 months 

38 
pro 1000 

20 
pro 1000 

Sehr niedrig 
Due to very serious risk of bias, 

Due to serious imprecision4 

We are uncertain 
whether 3 months or 

more duration of steroid 
therapy compared with 
2 months duration in 

first episode of 
nephrotic syndrome 

increases or decreases 
ophthalmological 

disorders 

Differenz: 18 weniger pro 1000 
(CI 95% 32 weniger - 29 mehr) 

Corticosteroid-
related adverse 

events - 
Retarded growth 

 

Relatives Risiko: 0.54 
(CI 95% 0.25 - 1.18) 

Basierend auf Daten von 
354 patienter und 4 

Studien5 
Beobachtzungszeit Mean 

21 months 

112 
pro 1000 

60 
pro 1000 

Niedrig 
Due to very serious risk of bias6 

Compared with 2 
months, 3 month or 

more of corticosteroid 
therapy in children with 

a first episode of 
nephrotic syndrome 
may have little or no 

difference on retarded 
growth 

Differenz: 52 weniger pro 1000 
(CI 95% 84 weniger - 20 mehr) 



Corticosteroid-
related adverse 

events - 
Cushing's 
syndrome 

 

Relatives Risiko: 1.17 
(CI 95% 0.9 - 1.54) 

Basierend auf Daten von 
640 patienter und 6 

Studien7 
Beobachtzungszeit Mean 

20.5 months 

276 
pro 1000 

356 
pro 1000 

Moderat 
Due to serious risk of bias8 

Compared with 2 
months, 3 month or 

more of corticosteroid 
therapy in children with 

a first episode of 
nephrotic syndrome 

probably makes little or 
no difference on 

cushing's syndrome 

Differenz: 80 mehr pro 1000 
(CI 95% 36 weniger - 248 mehr) 

Corticosteroid-
related adverse 

events - 
Osteoporosis 

 

Relatives Risiko: 0.47 
(CI 95% 0.06 - 3.38) 

Basierend auf Daten von 
233 patienter und 3 

Studien9 
Beobachtzungszeit Mean 

20 months 

45 
pro 1000 

21 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision10 

We are uncertain 
whether 3 months or 

more duration of steroid 
therapy compared with 
2 months duration in 

first episode of 
nephrotic syndrome 

increases or decreases 
osteoporosis 

Differenz: 24 weniger pro 1000 
(CI 95% 42 weniger - 107 mehr) 

Relapse - 
stratified low risk 

of bias for 
allocation 

concealment 
12 to 24 months 

Relatives Risiko: 0.91 
(CI 95% 0.78 - 1.06) 

Basierend auf Daten von 
635 patienter und 5 

Studien11 
Beobachtzungszeit Mean 

20 months 

728 
pro 1000 

662 
pro 1000 

Hoch 
 

Corticosteroid therapy 3 
months duration has 

little or no difference on 
relapse in studies 

stratified for low risk of 
bias for allocation 

concealment 

Differenz: 66 weniger pro 1000 
(CI 95% 160 weniger - 44 mehr) 

Relapse - 
stratified unclear 

or high risk of 
bias for allocation 

concealment 
12 to 24 months 

Relatives Risiko: 0.69 
(CI 95% 0.49 - 0.98) 

Basierend auf Daten von 
471 patienter und 6 

Studien12 
Beobachtzungszeit Mean 

17 months 

670 
pro 1000 

462 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

serious inconsistency13 

Three months or more 
duration compared to 2 

months duration of 
steroid therapy may 
decrease relapse in 
children with a first 

episode of nephrotic 
syndrome 

Differenz: 208 weniger pro 
1000 

(CI 95% 342 weniger - 13 weniger) 

Complete 
remission 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at complete 

remission Differenz: weniger 
 

Frequent 
relapses 

12 to 24 months 

Relatives Risiko: 0.79 
(CI 95% 0.59 - 1.06) 

Basierend auf Daten von 
805 patienter und 7 

Studien14 
Beobachtzungszeit Mean 

19.7 months 

396 
pro 1000 

313 
pro 1000 

Niedrig 
Due to very serious risk of bias15 

Three months or more 
duration compared to 2 

months duration of 
steroid therapy may 

make little or no 
difference to frequents 

relapses in children with 
a first episode of 

nephrotic syndrome 

Differenz: 83 weniger pro 1000 
(CI 95% 162 weniger - 24 mehr) 

Frequent 
relapses - 

stratified unclear 
or high risk of 

bias for allocation 
concealment 

12 to 24 months 

Relatives Risiko: 0.45 
(CI 95% 0.26 - 0.77) 

Basierend auf Daten von 
220 patienter und 3 

Studien16 
Beobachtzungszeit Mean 

18 months 

357 
pro 1000 

161 
pro 1000 

Moderat 
Due to serious risk of bias17 

Three months or more 
duration compared to 2 

months duration of 
steroid therapy probably 

decreases frequents 
relapses in children with 

a first episode of 
nephrotic syndrome 

Differenz: 196 weniger pro 
1000 

(CI 95% 264 weniger - 82 weniger) 

Frequent 
relapses - 

stratified low risk 
of bias for 
allocation 

concealment 
12 to 24 months 

Relatives Risiko: 0.99 
(CI 95% 0.82 - 1.19) 

Basierend auf Daten von 
585 patienter und 4 

Studien18 
Beobachtzungszeit Mean 

21 months 

413 
pro 1000 

409 
pro 1000 

Hoch 
 

Three months or more 
duration compared to 2 

months duration of 
steroid therapy may 

make no difference to 
frequents relapses in 
children with a first 

episode of nephrotic 
syndrome 

Differenz: 4 weniger pro 1000 
(CI 95% 74 weniger - 78 mehr) 

Relapse 
12 to 24 months 

Relatives Risiko: 0.79 
(CI 95% 0.65 - 0.95) 

701 
pro 1000 

554 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

Three months or more 
duration compared to 2 



Basierend auf Daten von 
1108 patienter und 11 

Studien19 
Beobachtzungszeit Mean 

18  months 

Differenz: 147 weniger pro 
1000 

(CI 95% 245 weniger - 35 weniger) 

serious inconsistency20 months duration of 
steroid therapy may 
decrease relapse in 
children with a first 

episode of nephrotic 
syndrome 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 

No studies comparing 
duration of 

corticosteroid therapy 
were found that looked 

at annual GFR loss 
Differenz: null kleiner 

 

1. Systematic review mit  eingeschlossenen Studien: [267], [268], [259] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

2. Risiko für  Bias: seh r  sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for 
select ion bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Incomplete data and/or 
large loss to follow up;  

3. Systematic review mit  eingeschlossenen Studien: [276], [268], [259], [331], [256], [247], [250] Baselin e/Vergleich sin t erven t ion  Kontrollarm 
aus der Referenz für Interventionsarm .  

4. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias, Incomplete data and/or large loss 
to follow up; Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals;  

5. Systematic review mit  eingeschlossenen Studien: [250], [247], [259], [256] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

6. Risiko für  Bias: seh r  sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for 
select ion bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack of 
blinding of outcome assessors, result ing in potential for detect ion bias, Incomplete data and/or large loss to follow up;  

7. Systematic review mit  eingeschlossenen Studien: [266], [268], [250], [247], [259], [331] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

8. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias, Select ive outcome report ing;  

9. Systematic review mit  eingeschlossenen Studien: [250], [276], [259] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

10. Risiko für  Bias: sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion 
bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack of blinding of 
outcome assessors, result ing in potential for detect ion bias, Select ive outcome report ing; Un zu reich en de Präzision : seh r  sch werwiegen d. 
Wide confidence intervals, due to few events;  

11. Systematic review mit  eingeschlossenen Studien: [277], [247], [280], [331], [250] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

12. Systematic review mit  eingeschlossenen Studien: [259], [266], [256], [267], [276], [271] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

13. Risiko für  Bias: sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion 
bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack of blinding of 
outcome assessors, result ing in potential for detect ion bias; In kon sist en z: sch werwiegen d. The magnitude of stat ist ical heterogeneity was 
high, with I^2:72%.;  

14. Systematic review mit  eingeschlossenen Studien: [280], [267], [331], [250], [276], [256], [247] Baselin e/Vergleich sin t erven t ion  Kontrollarm 
aus der Referenz für Interventionsarm .  

15. Risiko für  Bias: seh r  sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for 
select ion bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack of 
blinding of outcome assessors, result ing in potential for detect ion bias, Incomplete data and/or large loss to follow up;  

16. Systematic review mit  eingeschlossenen Studien: [276], [267], [256] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

17. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias;  

18. Systematic review mit  eingeschlossenen Studien: [331], [280], [250], [247] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

19. Systematic review mit  eingeschlossenen Studien: [247], [276], [267], [271], [266], [259], [280], [250], [277], [331], [256] 
Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  

20. Risiko für  Bias: sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion 
bias, Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack of blinding of 
outcome assessors, result ing in potential for detect ion bias; In kon sist en z: sch werwiegen d. The magnitude of stat ist ical heterogeneity was 
high, with I^2:72%.;  
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Table S3.3 Other relevant regimens of PDN used in SSNS.  
 
  



 
  



Table S5 Studies evaluating daily PDN tp prevent relapse with upper respiratory tract infection 
(URTI) .  
  
Five RCTs evaluated whether low dose daily PDN given for 5-7 days at the onset of URTI 
reduced the risk of relapse in children with SSNS. Studies presented their data in different 
formats limiting the opportunities for combining data in meta-analyses. 

Table S5.1/ Figure S1: Number of children with relapse associated with URTI: low dose 
daily PDN given at the onset of URTI compared with placebo. 

Figure S1 shows a forest plot of the number of children with SSNS and with URTI-related 
relapses in those receiving low-dose daily PDN for 5-7 days compared with those receiving 
placebo using data from two RCTs (15 mg per m2 BSA which is equivalent to 0.5 mg/kg in 
PREDNOS 2, and 0.36 mg/kg for Abeyagunawardena 2008) [11, 14]. The data indicate that 
daily low-dose PDN did not reduce the risk of relapse with URTI in children with SSNS since 
the 95% confidence for each point estimate cross 1. The risk of bias attributes are listed 
below the forest plot and are shown to the left of the figure with green indicating low risk of 
bias and red indicating high risk of bias. PREDNOS 2 [14] is at low risk of bias for all 
attributes while Abeyagunawardena 2008 [11] is at high risk of bias for incomplete outcome 
data and selective reporting of outcomes. Abeyagunawardena 2008 [11] was also 
inadequately powered to demonstrate a difference between interventions as shown by the 
wide confidence intervals around the point estimate (relative risk 0.49, 95% confidence 
intervals 0.18 to 1.30). 
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PICO (13.1.2), Evidenztabelle S 15 
Population: Children with nephrotic syndrome and viral infections 
Intervention: Daily prednisolone 
Vergleichsintervention: Alternate day prednisolone 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Alternate day 
prednisolone 

Daily 
prednisolone 

All cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies for looked at 

all cause mortality 
Differenz: weniger 

 

End stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies looked at 

end stage kidney 
disease Differenz: weniger 

 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies looked at 

≥50% GFR loss 
Differenz: weniger 

 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies looked at 

infection 
Differenz: weniger 

 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies looked at 

malignancy 
Differenz: weniger 

 

Complete 
remission 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies looked at 
complete remission 

Differenz: weniger 
 

Relapse with 
infection 

 

Relatives Risiko: 0.49 
(CI 95% 0.18 - 1.3) 

Basierend auf Daten von 
40 patienter und 1 

Studien1 
Beobachtzungszeit until 

child had two upper 
respiratory tract infections 

455 
pro 1000 

223 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision2 

Daily prednisolone 
compared with placebo 

may have little or no 
difference on relapse 

with infection 
Differenz: 232 weniger pro 

1000 
(CI 95% 373 weniger - 137 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies looked at 

annual GFR loss 
Differenz: null kleiner 

 

Rate of infection-
related relapse3 

Gemessen mit: 
relapses&#x2F;patient&#x

 
Mittelwert 

 
Mittelwert 

Niedrig 
Due to serious risk of bias, Due to 

Daily prednisolone 
compared with alternate 



 2F;year 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

95 patienter und 1 
Studien4 

Beobachtzungszeit 24 
months 

Differenz: MD 3.3 kleiner 
(CI 95% 4.03 kleiner - 2.57 kleiner) 

serious imprecision5 day prednisolone may 
decrease rate of relapse 
at 1 year in patients with 

nephrotic syndrome 
with viral infections 

Rate of infection-
related relapse6 

2 years 

Gemessen mit:  
relapses&#x2F;patient&#x

2F;year 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

36 patienter und 1 
Studien7 

Beobachtzungszeit 24 
months 

 
Mittelwert 

 
Mittelwert 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision8 

Daily prednisolone 
compared with alternate 
day prednisolone may 

decrease rate of relapse 
at 2 years in patients 

with nephrotic 
syndrome with viral 

infections 

Differenz: MD 3.3 kleiner 
(CI 95% 4.03 kleiner - 2.57 kleiner) 

21. Primary study [240] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
22. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up (8/48 excluded from study (17%) for need for addit ional 

immunosuppression (4), no second viral infect ion (3), number without  further relapses (1)), Select ive outcome report ing (Not all the review's 
pre-specified outcomes were recorded; no mention of adverse events); Un zureich en de Präzision : sch werwiegen d. Low number of pat ients, 
Only data from one study, due to few events;  

23. (Number of relapses/pat ient  at  2 years) 
24. Primary study [252] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
25. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias, Select ive outcome report ing, Incomplete data 
and/or large loss to follow up; Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  

26. (Number of relapses/pat ient  at  2 years) 
27. Primary study [263] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
28. Risiko für  Bias: sch werwiegen d. Inadequate sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion bias, Inadequate/lack of blinding of 
part icipants and personnel, result ing in potential for performance bias, Inadequate/lack of blinding of outcome assessors, result ing in 
potential for detect ion bias, Selective outcome report ing; Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  

 
Referenzen 
[240] Abeyagunawardena AS, Trompeter RS :  Increasing the dose of prednisolone during viral infections reduces the risk of relapse 
in nephrotic syndrome: a randomised controlled trial. Archives of Disease in Childhood 2008;93(3):226-228 
[246] Abeyagunawardena AS, Thalgahagoda RS, Dissanayake PV, Abeyagunawardena S, Illangasekera YA, Karunadasa UI, 
Trompeter RS :  Short courses of daily prednisolone during upper respiratorytract infections reduce relapse frequency in childhood 
nephrotic syndrome. Pediatric Nephrology 2017;32(8):1377-1382 
[252] Gulati A., Sinha A., Sreenivas V., Math A., Hari P., Bagga A. :  Daily corticosteroids reduce infection-associated relapses in 
frequently relapsing nephrotic syndrome: a randomized controlled trial. Clinical Journal of The American Society of Nephrology: 
CJASN 2011;6(1):63-69 
[263] Mattoo TK, Mahmoud MA :  Increased maintenance corticosteroids during upper respiratory infection decrease the risk of 
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[326] Hahn D, Samuel SM, Willis NS, Craig JC, Hodson EM :  Corticosteroid therapy for nephrotic syndrome in children. The 
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PICO (13.1.6) Tabelle S 19  
Population: Children with steroid-sensitive nephrotic syndrome 
Intervention: Cyclosporine and prednisone 
Vergleichsintervention: Prednisone alone 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Prednisolone 

alone 
Cyclosporine 

and 
prednisone 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at complete 

remission Differenz: weniger 
 

Relapse 
6 months 

Relatives Risiko: 0.33 
(CI 95% 0.13 - 0.83) 

Basierend auf Daten von 
104 patienter und 1 

Studien1 
Beobachtzungszeit 24 

months 

309 
pro 1000 

102 
pro 1000 Niedrig 

Due to serious imprecision, Due 
to serious indirectness2 

Cyclosporin and 
prednisone compared 
with prednisone alone 
may decrease relapse 

Differenz: 207 weniger pro 
1000 

(CI 95% 269 weniger - 53 weniger) 

Relapse 
12 months 

Relatives Risiko: 0.72 
(CI 95% 0.46 - 1.13) 

Basierend auf Daten von 
104 patienter und 1 

Studien3 
Beobachtzungszeit 24 

months 

509 
pro 1000 

366 
pro 1000 Niedrig 

Due to serious imprecision, Due 
to serious indirectness4 

Cyclosporin and 
prednisone may have 

little or no difference on 
relapse at 12 months 

Differenz: 143 weniger pro 
1000 

(CI 95% 275 weniger - 66 mehr) 

Creatinine 
clearance 

Gemessen mit: 
Skala:  -  Höher ist besser 

 
mL/minMittelw

 
mL/minMittelw

Sehr niedrig 
Due to very serious risk of bias, 

We are uncertain 
whether cyclosporin and 



(mL/min) 
 

Basierend auf Daten von 
87 patienter und 1 

Studien5 
Beobachtzungszeit 24 

months 

ert ert Due to serious imprecision6 prednisone compared 
with prednisone alone 

increases or decreases 
creatinine clearance 

Differenz: MD 2 Größer 
(CI 95% 2.44 kleiner - 6.44 Größer) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

29. Primary study [307] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
30. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, Inadequate/lack 

of blinding of outcome assessors, result ing in potential for detect ion bias; In direkth eit : sch werwiegen d. Unclear how many part icipants with 
with FRNS and SDNS; Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  

31. Primary study [307] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
32. Risiko für  Bias: kein e. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, unclear blinding 

of outcome assessors, result ing in potential for detect ion bias; In direkth eit : sch werwiegen d. Unclear how many part icipants with with FRNS 
and SDNS; Un zureich en de Präzision : sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  

33. Primary study [307] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
34. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias, Incomplete data and/or large loss to follow up, 
Select ive outcome report ing; Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  

 
Referenzen 
[306] Hoyer PF :  Results of the nephrotic syndrome study VIII of the APN: new standard treatment versus new standard treatment 
plus 8 weeks cyclosporin A [abstract]. Journal of the American Society of Nephrology 1999;10 (Program & Abstracts):104A-104A 
[307] Hoyer PF, Brodehl J. :  Initial treatment of idiopathic nephrotic syndrome in children: prednisone versus prednisone plus 
cyclosporine A: a prospective, randomized trial. Journal of the American Society of Nephrology 2006;17(4):1151-1157 
[332] Larkins NG, Liu ID, Willis NS, Craig JC, Hodson EM :  Non-corticosteroid immunosuppressive medications for steroid-sensitive 
nephrotic syndrome in children. The Cochrane database of systematic reviews 2020;4:CD002290 
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PICO (13.1.7) Tabelle S 20  
Population: Children with frequently replapsing or steroid-dependent nephrotic syndrome 
Intervention: Rituximab 
Vergleichsintervention: Placebo or control 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Placebo or 

control Rituximab 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: weniger 
 

Infection 
 

Relatives Risiko: 0.9 
(CI 95% 0.26 - 3.15) 

Basierend auf Daten von 
222 patienter und 3 

Studien1 
Beobachtzungszeit Mean 

12 months 

181 
pro 1000 

163 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision2 

We are uncertain 
whether rituximab 

compared with placebo 
or control increases or 
decreases infections 

Differenz: 18 weniger pro 1000 
(CI 95% 134 weniger - 389 mehr) 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at complete 

remission Differenz: weniger 
 

Relapse 
3 months 

Relatives Risiko: 0.32 
(CI 95% 0.14 - 0.7) 

Basierend auf Daten von 
132 patienter und 3 

Studien3 
Beobachtzungszeit Mean 

15 months 

530 
pro 1000 

170 
pro 1000 

Moderat 
Due to serious imprecision4 

Rituximab compared 
with placebo or control 

probably decreases 
relapse at 3 months 

Differenz: 360 weniger pro 
1000 

(CI 95% 456 weniger - 159 
weniger) 

Relapse 
6 months 

Relatives Risiko: 0.23 
(CI 95% 0.12 - 0.43) 

Basierend auf Daten von 
271 patienter und 5 

Studien5 
Beobachtzungszeit Mean 

10 months 

540 
pro 1000 

124 
pro 1000 

Moderat 
Due to serious risk of bias6 

Rituximab compared 
with placebo or control 

probably decreases 
relapse at 6 months 

Differenz: 416 weniger pro 
1000 

(CI 95% 475 weniger - 308 
weniger) 



Relapse 
12 months 

Relatives Risiko: 0.63 
(CI 95% 0.42 - 0.93) 

Basierend auf Daten von 
198 patienter und 3 

Studien7 
Beobachtzungszeit Mean 

12 months 

607 
pro 1000 

382 
pro 1000 

Moderat 
Due to serious imprecision8 

Rituximab probably 
decreases relapse Differenz: 225 weniger pro 

1000 
(CI 95% 352 weniger - 42 weniger) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

35. Systematic review mit  eingeschlossenen Studien: [334], [313], [309] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

36. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 
Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Low number of pat ients, due to few events;  

37. Systematic review mit  eingeschlossenen Studien: [314], [309], [313] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

38. Un zu reich en de Präzision : sch werwiegen d. Low number of pat ients;  
39. Systematic review mit  eingeschlossenen Studien: [289], [309], [314], [334], [296] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 

Referenz für Interventionsarm .  
40. Risiko für  Bias: sch werwiegen d. Inadequate concealment of allocat ion during randomization process, result ing in potential for select ion 

bias;  
41. Systematic review mit  eingeschlossenen Studien: [309], [314], [334] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
42. Un zu reich en de Präzision : sch werwiegen d. Wide confidence intervals;  
 
Referenzen 
[289] Anh YH, Kim SH, Han KH, Cho HY, Shin JI, Cho MH, et AL :  Efficacy and safety of rituximab in children with refractory 
nephrotic syndrome: a multicenter clinical trial [abstract no:]. Pediatric Nephrology 2013;28(8):1361-1361 
[296] Boumediene A., Vachin P., Sendeyo K., Oniszczuk J., Zhang SY, Henique C., et AL :  NEPHRUTIX: A randomized, double-
blind, placebo vs rituximab-controlled trial assessing T-cell subset changes in minimal change nephrotic syndrome. Journal of 
Autoimmunity 2018;88:91-102 
[309] Iijima K., Tsuchida N., Sako M. :  Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the treatment 
of childhood-onset complicated nephrotic syndrome: Clinical study protocol Number: RCRNS-01 Version: 4.0. www.med.kobe-
u.ac.jp/pediat/pdf/rcrn01 pdf 2010. 
[313] Ravani P., Magnasco A., Edefonti A., Murer L., Rossi R., Ghio L., et AL :  Short-term effects of rituximab in children with 
steroid- and calcineurin-dependent nephrotic syndrome: a randomized controlled trial. Clinical Journal of the American Society of 
Nephrology: CJASN 2011;6(6):1308-1315 
[314] Ravani P., Rossi R., Bonanni A., Quinn RR, Sica F., Bodria M., et AL :  Rituximab in children with steroid-dependent nephrotic 
syndrome: a multicenter, open-label, noninferiority, randomized controlled trial. Journal of the American Society of Nephrology 
2015;26(9):2259-2266 
[327] Ravani P, Ponticelli A, Siciliano C, Fornoni A, Magnasco A, Sica F, Bodria M, Caridi G, Wei C, Belingheri M, Ghio L, Merscher-
Gomez S, Edefonti A, Pasini A, Montini G, Murtas C, Wang X, Muruve D, Vaglio A, Martorana D, Pani A, Scolari F, Reiser J, 
Ghiggeri GM :  Rituximab is a safe and effective long-term treatment for children with steroid and calcineurin inhibitor-dependent 
idiopathic nephrotic syndrome. Kidney international 2013;84(5):1025-1033 
[332] Larkins NG, Liu ID, Willis NS, Craig JC, Hodson EM :  Non-corticosteroid immunosuppressive medications for steroid-sensitive 
nephrotic syndrome in children. The Cochrane database of systematic reviews 2020;4:CD002290 
[334] Basu B, Sander A, Roy B, Preussler S, Barua S, Mahapatra TKS, Schaefer F :  Efficacy of Rituximab vs Tacrolimus in 
Pediatric Corticosteroid-Dependent Nephrotic Syndrome: A Randomized Clinical Trial. JAMA Pediatrics 2018;172(8):757-764 
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PICO (13.2.1) Tabelle S 21  
Population: Children with steroid-resistant nephrotic syndrome 
Intervention: Cyclosporine 
Vergleichsintervention: Placebo or no treatment 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Placebo or no 

treatment Cyclosporine 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

Infection 
 

Relatives Risiko: 0.7 
(CI 95% 0.2 - 2.51) 

Basierend auf Daten von 
17 patienter und 1 

Studien1 
Beobachtzungszeit 12 

months 

429 
pro 1000 

300 
pro 1000 Sehr niedrig 

Due to very serious risk of bias, 
Due to very serious imprecision2 

We are uncertain 
whether cyclosporin 

compared with placebo 
or no treatment 

increases or decreases 
infection 

Differenz: 129 weniger pro 
1000 

(CI 95% 343 weniger - 648 mehr) 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

Relatives Risiko: 7.66 
(CI 95% 1.06 - 55.34) 

Basierend auf Daten von 
49 patienter und 3 

Studien3 
Beobachtzungszeit Mean 

7 months 

0 
pro 1000 

0 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision4 

Cyclosporin compared 
with placebo or no 

treatment may increase 
complete remission Differenz: 0 weniger pro 1000 

(CI 95% 0 weniger - 0 weniger) 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: weniger 
 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

43. Systematic review mit  eingeschlossenen Studien: [354] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
44. Risiko für  Bias: seh r  sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Incomplete data and/or large loss to follow up, Select ive outcome report ing; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide 
confidence intervals, Only data from one study, Low number of pat ients;  

45. Systematic review mit  eingeschlossenen Studien: [354], [349], [342] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

46. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Incomplete data and/or large loss to follow up, Select ive outcome report ing; Un zu reich en de Präzision : sch werwiegen d. Low number of 
pat ients, due to no events in the control group;  

 



Referenzen 
[342] Garin EH, Orak JK, Hiott KL, Sutherland SE :  Cyclosporine therapy for steroid-resistant nephrotic syndrome. A controlled 
study. American Journal of Diseases of Children 1988;142(9):985-988 
[349] Lieberman KV, Tejani A. :  A randomized double-blind placebo-controlled trial of cyclosporine in steroid-resistant idiopathic 
focal segmental glomerulosclerosis in children. Journal of the American Society of Nephrology 1996;7(1):56-63 
[354] Ponticelli C., Rizzoni G., Edefonti A., Altieri P., Rivolta E., Rinaldi S., et AL :  A randomized trial of cyclosporine in steroid-
resistant idiopathic nephrotic syndrome. Kidney International 1993;43(6):1377-1384 
[364] Liu ID, Willis NS, Craig JC, Hodson EM :  Interventions for idiopathic steroid-resistant nephrotic syndrome in children. The 
Cochrane database of systematic reviews 2019;2019(11) 
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PICO (13.2.2) Tabelle S 22  
Population: Children with steroid-resistant nephrotic syndrome 
Intervention: Calcineurin inhibitors 
Vergleichsintervention: Intravenous cyclophosphamide 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung Intravenous 
cyclophospha

mide 
Calcineurin 
inhibitors 

All-cause 
mortality 

 

Relatives Risiko: 0.33 
(CI 95% 0.01 - 7.92) 

Basierend auf Daten von 
131 patienter und 1 

Studien1 
Beobachtzungszeit 12 

months 

16 
pro 1000 

5 
pro 1000 

Niedrig 
Due to very serious imprecision2 

Calcineurin inhibitors 
compared with IV 

cyclophosphamide may 
have little or no 

difference on all-cause 
mortality 

Differenz: 11 weniger pro 1000 
(CI 95% 16 weniger - 111 mehr) 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: weniger 
 

Infection 
 

Relatives Risiko: 0.49 
(CI 95% 0.16 - 1.56) 

Basierend auf Daten von 
131 patienter und 1 

Studien3 
Beobachtzungszeit 12 

months 

124 
pro 1000 

61 
pro 1000 

Niedrig 
Due to very serious imprecision4 

Calcineurin inhibitors 
may have little or no 

difference on infection Differenz: 63 weniger pro 1000 
(CI 95% 104 weniger - 69 mehr) 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

3 to 6 months 

Relatives Risiko: 3.43 
(CI 95% 1.84 - 6.41) 

Basierend auf Daten von 
156 patienter und 2 

Studien5 
Beobachtzungszeit Mean 

12 months 

129 
pro 1000 

442 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision6 

Calcineurin inhibitors 
compared with IV 

cyclophosphamide may 
increase complete 

remission 
Differenz: 313 mehr pro 1000 

(CI 95% 108 mehr - 698 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

47. Systematic review mit  eingeschlossenen Studien: [252] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
48. Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
49. Primary study [252] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
50. Un zu reich en de Präzision : seh r  sch werwiegen d. Only data from one study, Low number of pat ients, Wide confidence intervals;  
51. Systematic review mit  eingeschlossenen Studien: [363], [353] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
52. Risiko für  Bias: sch werwiegen d. Incomplete data and/or large loss to follow up with high risk of at trit ion bias; Un zu reich en de Präzision : 

sch werwiegen d. Low number of pat ients;  



 
Referenzen 
[353] Plank C., Kalb V., Hinkes B., Hildebrandt F., Gefeller O., Rascher W., et AL :  Cyclosporin A is superior to cyclophosphamide 
in children with steroid-resistant nephrotic syndrome-a randomized controlled multicentre trial by the Arbeitgemeinschaft fur 
Padiatrische Nephrologie. Pediatric Nephrology 2008;23(9):1483-1493 
[363] Gulati A, Sinha A, Gupta A, Kanitkar M, Sreenivas V, Sharma J, Mantan M, Agarwal I, Dinda AK, Hari P, Bagga A :  Treatment 
with tacrolimus and prednisolone is preferable to intravenous cyclophosphamide as the initial therapy for children with steroid-
resistant nephrotic syndrome. Kidney International 2012;82(10):1130-1135 
[364] Liu ID, Willis NS, Craig JC, Hodson EM :  Interventions for idiopathic steroid-resistant nephrotic syndrome in children. The 
Cochrane database of systematic reviews 2019;2019(11) 
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PICO (13.2.3) Tabelle S 23 
Population: Children with steroid-resistant nephrotic syndrome 
Intervention: Cyclosporine 
Vergleichsintervention: Mycophenolate mofetil with dexamethasone 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Vertrauenswürdigkeit der 

Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 

Zusammenfassung Mycophenolat
e mofetil with 

dexamethason
e 

Cyclosporine 

All-cause 
mortality 

12 months 

Relatives Risiko: 0.18 
(CI 95% 0.01 - 3.75) 

Basierend auf Daten von 
138 patienter und 1 

Studien1 
Beobachtzungszeit 19.5 

months 

31 
pro 1000 

6 
pro 1000 

Moderat 
Due to serious imprecision2 

Cyclosporin compared 
with mycophenolate 

mofetil with 
dexamethasone 

probably has little or no 
difference on all-cause 

mortality 

Differenz: 25 weniger pro 1000 
(CI 95% 31 weniger - 85 mehr) 

End-stage kidney 
disease 

 

Relatives Risiko: 4.58 
(CI 95% 0.55 - 38.22) 

Basierend auf Daten von 
138 patienter und 1 

Studien3 
Beobachtzungszeit 19.5 

months 

16 
pro 1000 

73 
pro 1000 

Moderat 
Due to serious imprecision4 

Cyclosporin compared 
with mycophenolate 

mofetil with 
dexamethasone 

probably has little or no 
difference on end-stage 

kidney disease 

Differenz: 57 mehr pro 1000 
(CI 95% 7 weniger - 596 mehr) 

≥50% GFR loss 
 

Relatives Risiko: 2.29 
(CI 95% 0.46 - 11.41) 

Basierend auf Daten von 
138 patienter und 1 

Studien5 
Beobachtzungszeit 19.5 

months 

31 
pro 1000 

71 
pro 1000 Moderat 

Due to very serious imprecision, 
Due to serious imprecision6 

Cyclosporin compared 
with mycophenolate 

mofetil with 
dexamethasone 

probably has little or no 
difference on ≥50% 

GFR loss 

Differenz: 40 mehr pro 1000 
(CI 95% 17 weniger - 323 mehr) 

Infections 
 

Relatives Risiko: 0.78 
(CI 95% 0.5 - 1.22) 

Basierend auf Daten von 
138 patienter und 1 

Studien7 
Beobachtzungszeit 12 

months 

410 
pro 1000 

320 
pro 1000 

Moderat 
Due to serious imprecision8 

Cyclosporin compared 
with mycophenolate 

mofetil with 
dexamethasone 

probably has little or no 
difference on infection 

Differenz: 90 weniger pro 1000 
(CI 95% 205 weniger - 320 

weniger) 

Serious infection 
requiring 

hospitalization 
 

Relatives Risiko: 0.65 
(CI 95% 0.22 - 1.96) 

Basierend auf Daten von 
138 patienter und 1 

Studien9 
Beobachtzungszeit 19.5 

months 

107 
pro 1000 

70 
pro 1000 

Moderat 
Due to serious imprecision10 

Cyclosporin compared 
with mycophenolate 

mofetil with 
dexamethasone 

probably has little or no 
difference on serious 

infection requiring 
hospitilizations 

Differenz: 37 weniger pro 1000 
(CI 95% 83 weniger - 103 mehr) 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 
6 months 

Relatives Risiko: 1.14 
(CI 95% 0.64 - 2.03) 

Basierend auf Daten von 
41 patienter und 1 

Studien11 
Beobachtzungszeit 12 

months 

500 
pro 1000 

570 
pro 1000 

Moderat 
Due to serious imprecision12 

Cyclosporin may have 
little or no difference on 
complete remission at 6 

months Differenz: 70 mehr pro 1000 
(CI 95% 180 weniger - 515 mehr) 

Complete 
remission 

Relatives Risiko: 0.8 
(CI 95% 0.45 - 1.42) 

500 
pro 1000 

400 
pro 1000 

Moderat 
Due to serious imprecision14 

Cyclosporin may have 
little or no difference on 



12 months Basierend auf Daten von 
58 patienter und 2 

Studien13 
Beobachtzungszeit Mean 

12 months 

Differenz: 100 weniger pro 
1000 

(CI 95% 275 weniger - 210 mehr) 

complete remission at 
12 months 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

53. Systematic review mit  eingeschlossenen Studien: [343] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
54. Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
55. Primary study [343] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
56. Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
57. Primary study [343] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
58. Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
59. Primary study [343] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
60. Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
61. Primary study [343] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
62. Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
63. Systematic review mit  eingeschlossenen Studien: [340] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
64. Un zu reich en de Präzision : sch werwiegen d. Low number of pat ients and few events, Only data from one study;  
65. Primary study [340], [358] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
66. Un zu reich en de Präzision : sch werwiegen d. Low number of pat ients and few events, Only data from one study;  
 
Referenzen 
[340] Choudhry S., Bagga A., Hari P., Sharma S., Kalaivani M., Dinda A. :  Efficacy and safety of tacrolimus versus cyclosporine in 
children with steroid-resistant nephrotic syndrome: a randomized controlled trial. American Journal of Kidney Diseases 
2009;53(5):760-769 
[343] Gipson DS, Trachtman H., Kaskel FJ, Greene TH, Radeva MK, Gassman JJ, et AL :  Clinical trial of focal segmental 
glomerulosclerosis in children and young adults. Kidney International 2011;80(8):868-878 
[358] Valverde S., Hernandez AM, Velasquez L., Romero B., Mendoza A., Ramon G., et AL :  Efficacy of prednisone-tacrolimus vs. 
prednisone-cyclosporine in steroid-resistant nephrotic syndrome [abstract]. Pediatric Nephrology 2010;25(9):1804-1804 
[543] Tunnicliffe DJ, Palmer SC, Henderson L, Masson P, Craig JC, Tong A, Singh-Grewal D, Flanc RS, Roberts MA, Webster AC, 
Strippoli GF :  Immunosuppressive treatment for proliferative lupus nephritis. The Cochrane database of systematic reviews 
2018;6:CD002922 
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PICO (13.2.4) Tabelle S 24  
Population: Children with steroid-resistant nephrotic syndrome 
Intervention: Tacrolimus to maintain remission 
Vergleichsintervention: Mycophenolate mofetil to maintain remission 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Vertrauenswürdigkeit der 
Evidenz 

(Vertrauenswürdigkeit der 
Evidenz) 

Zusammenfassung 
Mycophenolat

e mofetil Tacrolimus 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% GFR loss 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

GFR loss Differenz: mehr 
 

Infection 
 

Relatives Risiko: 0.27 
(CI 95% 0.06 - 1.18) 

Basierend auf Daten von 
60 patienter und 1 

Studien1 
Beobachtzungszeit 12 

months 

242 
pro 1000 

65 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision2 

Tacrolimus compared 
with mycophenolate 

mofetil may have little or 
no difference on 

infection 
Differenz: 177 weniger pro 

1000 
(CI 95% 227 weniger - 44 mehr) 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

Relatives Risiko: 1.79 
(CI 95% 1.11 - 2.9) 

Basierend auf Daten von 
60 patienter und 1 

Studien3 
Beobachtzungszeit 12 

months 

414 
pro 1000 

741 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision4 

Tacrolimus compared 
with mycophenolate 
mofetil may increase 
complete remission Differenz: 327 mehr pro 1000 

(CI 95% 46 mehr - 787 mehr) 

Frequent 
relapses 

 

Relatives Risiko: 0.28 
(CI 95% 0.09 - 0.92) 

Basierend auf Daten von 
60 patienter und 1 

Studien5 
Beobachtzungszeit 12 

months 

345 
pro 1000 

97 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision6 

Tacrolimus compared 
with mycophenolate 

mofetil may decrease 
frequent relapses 

Differenz: 248 weniger pro 
1000 

(CI 95% 314 weniger - 28 weniger) 

Annual GFR loss 
12 months 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
Basierend auf Daten von 

60 patienter und 1 
Studien7 

Beobachtzungszeit 12 
months 

 
mL/minMittelw

ert 

 
mL/minMittelw

ert Niedrig 
Due to serious risk of bias, Due to 

serious imprecision8 

Tacrolimus compared 
with mycophenolate 

mofetil may have little or 
no difference on annual 
GFR loss after 1 year 

Differenz: MD 13 Größer 
(CI 95% 3.71 kleiner - 29.71 

Größer) 

67. Systematic review mit  eingeschlossenen Studien: [355] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  



68. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 
Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  

69. Systematic review mit  eingeschlossenen Studien: [355] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
70. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Low number of pat ients and few events, Only data from one study;  
71. Systematic review mit  eingeschlossenen Studien: [355] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
72. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Low number of pat ients and few events, Only data from one study;  
73. Systematic review mit  eingeschlossenen Studien: [355] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
74. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
 
Referenzen 
[355] Sinha A., Gupta A., Kalaivani M., Hari P., Dinda AK, Bagga A. :  Mycophenolate mofetil is inferior to tacrolimus in sustaining 
remission in children with idiopathic steroid-resistant nephrotic syndrome. Kidney International 2017;92(1):248-257 
[364] Liu ID, Willis NS, Craig JC, Hodson EM :  Interventions for idiopathic steroid-resistant nephrotic syndrome in children. The 
Cochrane database of systematic reviews 2019;2019(11) 
 
 



Kapitel 6 - Minimal Change Disease (MCD) 
 
Evidenztabelle S 25 
 
22 Feb. 2024 - Copy of - KDIGO Clinical Practice Guideline for Glomerulonephritis 
 
PICO (14.1) Table 25 
Population: First episode of minimal change disease in adults with nephrotic syndrome 
Intervention: Steroid 
Vergleichsintervention: Placebo or no treatment 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Placebo or no 
treatment Steroid 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

Relatives Risiko: 0.33 
(CI 95% 0.01 - 7.55) 

Basierend auf Daten von 
28 patienter und 1 

Studien1 
Beobachtzungszeit 77 

months 

71 
pro 1000 

23 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision2 

We are uncertain 
whether steroid 

compared with placebo 
increases or decreases 

end-stage kidney 
disease 

Differenz: 48 weniger pro 1000 
(CI 95% 70 weniger - 465 mehr) 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

Relatives Risiko: 1.44 
(CI 95% 0.95 - 2.19) 

Basierend auf Daten von 
28 patienter und 1 

Studien3 
Beobachtzungszeit 77 

months 

643 
pro 1000 

926 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision4 

Steroid compared with 
placebo/ no treatment 
may have little or no 

difference on complete 
remission 

Differenz: 283 mehr pro 1000 
(CI 95% 32 weniger - 765 mehr) 

Corticosteroid 
related adverse 

event - Avascular 
necrosis 

 

Relatives Risiko: 1.21 
(CI 95% 0.89 - 1.66) 

Basierend auf Daten von 
28 patienter und 1 

Studien5 
Beobachtzungszeit 77 

months 

819 
pro 1000 

991 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision6 

Steroid compared with 
placebo/ no treatment 
may have little or no 

difference on avascular 
necrosis 

Differenz: 172 mehr pro 1000 
(CI 95% 90 weniger - 541 mehr) 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Doubling serum 
creatinine 

Relatives Risiko: 0.11 
(CI 95% 0.01 - 1.89) 

286 
pro 1000 

31 
pro 1000 

Sehr niedrig 
Due to very serious imprecision, 

We are uncertain 
whether steroid 



 Basierend auf Daten von 
28 patienter und 1 

Studien7 
Beobachtzungszeit 77 

months 

Differenz: 255 weniger pro 
1000 

(CI 95% 283 weniger - 255 mehr) 

Due to serious risk of bias8 compared with placebo 
increases or decreases 

doubling serum 
creatinine 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

1. Systematic review mit  eingeschlossenen Studien: [365] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
2. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

unclear concealment of allocat ion during randomization process, result ing in potential for select ion bias, unclear blinding of part icipants and 
personnel, result ing in potential for performance bias, unclear blinding of outcome assessors, result ing in potential for detect ion bias; 
Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  

3. Systematic review mit  eingeschlossenen Studien: [365] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
4. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

unclear concealment of allocat ion during randomization process, result ing in potential for select ion bias, unclear blinding of part icipants and 
personnel, result ing in potential for performance bias, unclear blinding of outcome assessors, result ing in potential for detect ion bias; 
Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients, Wide confidence intervals, Only data from 
one study, Low number of pat ients;  

5. Systematic review mit  eingeschlossenen Studien: [365] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
6. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

unclear concealment of allocat ion during randomization process, result ing in potential for select ion bias, unclear blinding of part icipants and 
personnel, result ing in potential for performance bias, unclear blinding of outcome assessors, result ing in potential for detect ion bias; 
Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  

7. Systematic review mit  eingeschlossenen Studien: [365] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
8. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

unclear concealment of allocat ion during randomization process, result ing in potential for select ion bias, unclear blinding of part icipants and 
personnel, result ing in potential for performance bias, unclear blinding of outcome assessors, result ing in potential for detect ion bias; 
Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  

 
Referenzen 
[365] Coggins CH :  Adult minimal change nephropathy: experience of the collaborative study of glomerular disease. Transactions of 
the American Clinical & Climatological Asoociation 1985;97:18-26 
[373] Palmer SC, Nand K, Strippoli GF :  Interventions for minimal change disease in adults with nephrotic syndrome. The Cochrane 
database of systematic reviews 2008;(1):CD001537 
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PICO (14.2) Table 26 
Population: First episode of minimal change disease in adults with nephrotic syndrome 
Intervention: Intravenous steroids with or without oral steroids 
Vergleichsintervention: Oral steroids alone 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Oral steroids 
alone 

Intravenous 
steroids ± oral 

steroids 

All-cause 
mortality 

 

Relatives Risiko: 0.33 
(CI 95% 0.02 - 7.39) 

Basierend auf Daten von 
22 patienter und 1 

Studien1 
Beobachtzungszeit 12 - 

24 months 

91 
pro 1000 

30 
pro 1000 

Niedrig 
Due to very serious imprecision2 

Intravenous steroids 
with or without oral 

steroids compared with 
oral steroids alone may 

have little or no 
difference on all-cause 

mortality 

Differenz: 61 weniger pro 1000 
(CI 95% 89 weniger - 581 mehr) 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

Relatives Risiko: 1.76 
(CI 95% 0.17 - 18.32) 

Basierend auf Daten von 
35 patienter und 2 

Studien3 
Beobachtzungszeit 22 

Months (mean) 

667 
pro 1000 

1174 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious inconsistency, Due to 

very serious imprecision4 

We are uncertain 
whether intravenous 
with or without oral 

steroids compared with 
oral steroids alone 

increases or decreases 
complete remission 

Differenz: 507 mehr pro 1000 
(CI 95% 554 weniger - 11552 mehr) 

Sustained 
remission 

 

Relatives Risiko: 0.5 
(CI 95% 0.11 - 2.19) 

Basierend auf Daten von 
22 patienter und 1 

Studien5 
Beobachtzungszeit 12 - 

24 months 

364 
pro 1000 

182 
pro 1000 

Niedrig 
Due to very serious imprecision6 

Intravenous steroids 
with or without oral 

steroids compared with 
oral steroids alone may 

have little or no 
difference on sustained 

remission 

Differenz: 182 weniger pro 
1000 

(CI 95% 324 weniger - 433 mehr) 

Relapse 
 

Relatives Risiko: 1.18 
(CI 95% 0.65 - 2.15) 

636 
pro 1000 

750 
pro 1000 

Niedrig 
Due to very serious imprecision8 

Intravenous with or 
without oral steroids 



Basierend auf Daten von 
19 patienter und 1 

Studien7 
Beobachtzungszeit 12 - 

24 months 

Differenz: 114 mehr pro 1000 
(CI 95% 223 weniger - 731 mehr) 

compared with oral 
steroids alone may 

have little or no 
difference on relapse 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

9. Systematic review mit  eingeschlossenen Studien: [367] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
10. Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients and few 

events;  
11. Systematic review mit  eingeschlossenen Studien: [372], [367] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 

Interventionsarm .  
12. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion 

bias,unclear concealment of allocat ion during randomization process, result ing in potential for selection bias; In kon sist en z: seh r  
sch werwiegen d. Point  est imates vary widely, The magnitude of stat ist ical heterogeneity was high, with I^2: 90%.; Un zureich en de Präzision : 
seh r  sch werwiegen d. Wide confidence intervals, Low number of pat ients;  

13. Primary study [367] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
14. Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
15. Systematic review mit  eingeschlossenen Studien: [367] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
16. Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
 
Referenzen 
[367] Imbasciati E., Gusmano R., Edefonti A., Zucchelli P., Pozzi C., Grassi C., et AL :  Controlled trial of methylprednisolone pulses 
and low dose oral prednisone for the minimal change nephrotic syndrome. British Medical Journal Clinical Research Ed 
1985;291(6505):1305-1308 
[372] Yeung CK, Wong KL, Ng WL :  Intravenous methylprednisolone pulse therapy in minimal change nephrotic syndrome. 
Australian & New Zealand Journal of Medicine 1983;13(4):349-351 
[373] Palmer SC, Nand K, Strippoli GF :  Interventions for minimal change disease in adults with nephrotic syndrome. The Cochrane 
database of systematic reviews 2008;(1):CD001537 
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PICO (14.3) Table S 27 
Population: Minimal change disease in adults with nephrotic syndrome 
Intervention: Calcineurin inhibitors with or without oral steroids 
Vergleichsintervention: Steroids alone 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Steroids alone 
Calcineurin 
inhibitors ± 

oral steroids 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Infection - 
Respiratory 
infections 
requiring 
antibiotics 

 

Relatives Risiko: 0.33 
(CI 95% 0.01 - 7.87) 

Basierend auf Daten von 
60 patienter und 1 

Studien1 
Beobachtzungszeit 6 

months 

33 
pro 1000 

11 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision2 

We are uncertain 
whether calcineurin 

inhibitors with or without 
oral steroids compared 
with oral steroids alone 
increases or decreases 
respiratory infections 
requiring antibiotics 

Differenz: 22 weniger pro 1000 
(CI 95% 33 weniger - 227 mehr) 

Corticosteroid 
related adverse 

effects - Diabetes 
mellitus 

 

Relatives Risiko: 0.13 
(CI 95% 0.01 - 2.41) 

Basierend auf Daten von 
119 patienter und 1 

Studien3 
Beobachtzungszeit 25 

months 

54 
pro 1000 

7 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision4 

We are uncertain 
whether calcineurin 

inhibitors with or without 
oral steroids compared 
with oral steroids alone 
increases or decreases 

induction of diabetes 
mellitus 

Differenz: 47 weniger pro 1000 
(CI 95% 53 weniger - 76 mehr) 

Corticosteroid 
related adverse 

effects - 
Hyperglycaemia 

 

Relatives Risiko: 0.95 
(CI 95% 0.14 - 6.33) 

Basierend auf Daten von 
81 patienter und 2 

Studien5 
Beobachtzungszeit Mean 

6.5 months 

50 
pro 1000 

47 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision6 

We are uncertain 
whether calcineurin 

inhibitors with or without 
oral steroids compared 
with oral steroids alone 
increases or decreases 

hyperglycemia 

Differenz: 3 weniger pro 1000 
(CI 95% 43 weniger - 266 mehr) 

Corticosteroid 
related adverse 

Relatives Risiko: 0.05 
(CI 95% 0.0 - 0.41) 

825 
pro 1000 

41 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

Calcineurin inhibitors 
with or without oral 



effects - Obesity 
 

Basierend auf Daten von 
81 patienter und 2 

Studien7 
Beobachtzungszeit Mean 

6.5 months 

Differenz: 784 weniger pro 
1000 

(CI 95% 825 weniger - 487 
weniger) 

serious imprecision8 steroids compared with 
oral steroids alone 
decreases obesity 

Corticosteroid 
related adverse 

effects - 
Osteoporosis 

 

Relatives Risiko: 0.18 
(CI 95% 0.02 - 1.48) 

Basierend auf Daten von 
119 patienter und 1 

Studien9 
Beobachtzungszeit 25 

months 

89 
pro 1000 

16 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision10 

We are uncertain 
whether calcineurin 

inhibitors with or without 
oral steroids compared 
with oral steroids alone 
increases or decreases 

osteoporosis 

Differenz: 73 weniger pro 1000 
(CI 95% 87 weniger - 43 mehr) 

Corticosteroid 
related adverse 

effects - 
Cushing's 

 

Relatives Risiko: 0.02 
(CI 95% 0.0 - 0.35) 

Basierend auf Daten von 
119 patienter und 1 

Studien11 
Beobachtzungszeit 25 

months 

357 
pro 1000 

7 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision12 

Calcineurin inhibitors 
with or without oral 

steroids compared with 
oral steroids alone may 

decrease cushing's 
syndrome 

Differenz: 350 weniger pro 
1000 

(CI 95% 357 weniger - 232 
weniger) 

Corticosteroid 
related adverse 
effects - Acne 

 

Relatives Risiko: 0.1 
(CI 95% 0.01 - 1.03) 

Basierend auf Daten von 
82 patienter und 2 

Studien13 
Beobachtzungszeit Mean 

6.5 months 

366 
pro 1000 

37 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision14 

Calcineurin inhibitors 
with or without oral 

steroids compared with 
oral steroids alone may 

have little or no 
difference on acne 

Differenz: 329 weniger pro 
1000 

(CI 95% 362 weniger - 11 mehr) 

Complete 
remission 

 

Relatives Risiko: 0.99 
(CI 95% 0.93 - 1.05) 

Basierend auf Daten von 
342 patienter und 6 

Studien15 
Beobachtzungszeit Mean 

9 months 

878 
pro 1000 

869 
pro 1000 Moderat 

Due to serious risk of bias, Due to 
very serious imprecision16 

Calcineurin inhibitors ± 
oral steroids probably 

has little or no 
difference on complete 

remission 
Differenz: 9 weniger pro 1000 

(CI 95% 61 weniger - 44 mehr) 

Relapse 
6 to 9 months 

Relatives Risiko: 0.95 
(CI 95% 0.72 - 1.26) 

Basierend auf Daten von 
224 patienter und 4 

Studien17 
Beobachtzungszeit Mean 

9 months 

382 
pro 1000 

363 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision18 

Calcineurin inhibitors 
with or without oral 

steroids compared with 
oral steroids alone may 

have little or no 
difference on relapse at 

6 to 9 months 

Differenz: 19 weniger pro 1000 
(CI 95% 107 weniger - 99 mehr) 

Relapse 
25 to 30 months 

Relatives Risiko: 0.92 
(CI 95% 0.66 - 1.29) 

Basierend auf Daten von 
127 patienter und 2 

Studien19 
Beobachtzungszeit Mean 

16 months 

525 
pro 1000 

483 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision20 

Calcineurin inhibitors 
with or without oral 

steroids compared with 
oral steroids alone may 

have little or no 
difference on relapse at 

25 to 30 months 

Differenz: 42 weniger pro 1000 
(CI 95% 178 weniger - 152 mehr) 

Frequent 
relapses or drug 

dependence 
 

Relatives Risiko: 0.31 
(CI 95% 0.11 - 0.9) 

Basierend auf Daten von 
106 patienter und 1 

Studien21 
Beobachtzungszeit 25 

months 

235 
pro 1000 

73 
pro 1000 Niedrig 

Due to serious imprecision, Due 
to serious risk of bias22 

Calcineurin inhibitors 
with or without oral 

steroids compared with 
oral steroids alone 
probably decreases 
frequent relapses or 
drug dependence 

Differenz: 162 weniger pro 
1000 

(CI 95% 209 weniger - 24 weniger) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

17. Systematic review mit  eingeschlossenen Studien: [370] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
18. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : seh r  sch werwiegen d. 
Wide confidence intervals, Only data from one study, Low number of pat ients;  

19. Systematic review mit  eingeschlossenen Studien: [369] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  



20. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : seh r  sch werwiegen d. 
Wide confidence intervals, Only data from one study, Low number of pat ients;  

21. Systematic review mit  eingeschlossenen Studien: [371], [370] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

22. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : seh r  sch werwiegen d. 
Wide confidence intervals, Low number of pat ients and few events;  

23. Systematic review mit  eingeschlossenen Studien: [370], [371] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

24. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Low 
number of pat ients;  

25. Primary study [369] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
26. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : seh r  sch werwiegen d. 
Wide confidence intervals, Only data from one study, Low number of pat ients;  

27. Primary study [369] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
28. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study;  

29. Systematic review mit  eingeschlossenen Studien: [370], [371] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

30. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Low 
number of pat ients;  

31. Systematic review mit  eingeschlossenen Studien: [369], [370], [366], [371], [374], [375] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der 
Referenz für Interventionsarm .  

32. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias;  

33. Systematic review mit  eingeschlossenen Studien: [366], [369], [374], [371] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

34. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Low 
number of pat ients;  

35. Systematic review mit  eingeschlossenen Studien: [371], [369] Baselin e/Vergleich sin terven t ion  Kontrollarm aus der Referenz für 
Interventionsarm .  

36. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 
Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Wide 
confidence intervals;  

37. Systematic review mit  eingeschlossenen Studien: [369] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
38. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, result ing in potential for detect ion bias; Un zu reich en de Präzision : sch werwiegen d. Only 
data from one study, Low number of pat ients;  
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Kapitel 7 - Podozytopathie mit fokal segmentaler Glomerulosklerose (FSGS) 
 
Evidenztabelle  S28 
 
21 Feb. 2024 - Copy of - KDIGO Clinical Practice Guideline for Glomerulonephritis 
 
PICO (15.1) 
Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 
Intervention: Cyclosporine 
Vergleichsintervention: Supportive therapy only 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Supportive 
therapy only Cyclosporine 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

Relatives Risiko: 0.33 
(CI 95% 0.02 - 7.39) 

Basierend auf Daten von 
22 patienter und 1 

Studien1 
Beobachtzungszeit 

Median 18 months for 
cyclosporin group and 24 

months for the no 
treatment group 

91 
pro 1000 

30 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision2 

We are uncertain 
whether cyclosporin 
compared with no 

treatment increases or 
decreases end-stage 

kidney disease 
Differenz: 61 weniger pro 1000 

(CI 95% 89 weniger - 581 mehr) 

≥50% loss of 
GFR 

 

Relatives Risiko: 0.33 
(CI 95% 0.04 - 2.73) 

Basierend auf Daten von 
22 patienter und 1 

Studien3 
Beobachtzungszeit 

Median 18 months for 
cyclosporin group and 24 

months for the no 
treatment group 

273 
pro 1000 

90 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision4 

We are uncertain 
whether cyclosporin 
compared with no 

treatment increases or 
decreases ≥50% loss of 

GFR 

Differenz: 183 weniger pro 
1000 

(CI 95% 262 weniger - 472 mehr) 

Infection 
 

Relatives Risiko: 0.9 
(CI 95% 0.24 - 3.38) 

Basierend auf Daten von 
19 patienter und 1 

Studien5 
Beobachtzungszeit 

Median 18 months for 
cyclosporin group and 24 

months for the no 
treatment group 

333 
pro 1000 

300 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision6 

We are uncertain 
whether cyclosporin 
compared with no 

treatment increases or 
decreases infection 

Differenz: 33 weniger pro 1000 
(CI 95% 253 weniger - 793 mehr) 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

Relatives Risiko: 4.55 
(CI 95% 0.25 - 83.7) 

Basierend auf Daten von 
19 patienter und 1 

Studien7 
Beobachtzungszeit 

Median 18 months for 
cyclosporin group and 24 

months for the no 
treatment group 

0 
pro 1000 

0 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision8 

There were too few who 
experienced the 

complete remission, to 
determine whether 

cyclosporin compared 
to no treatmetn made a 

difference 

Differenz: 0 weniger pro 1000 
(CI 95% 0 weniger - 0 weniger) 



Doubling of 
serum creatinine 

 

Relatives Risiko: 0.6 
(CI 95% 0.25 - 1.46) 

Basierend auf Daten von 
19 patienter und 1 

Studien9 
Beobachtzungszeit 

Median 18 months for 
cyclosporin group and 24 

months for the no 
treatment group 

667 
pro 1000 

400 
pro 1000 

Niedrig 
Due to serious risk of bias, Due to 

serious imprecision10 

Cyclosporin compared 
to no treatment may 

have little or no 
difference on doubling 

of serum creatinine 
Differenz: 267 weniger pro 

1000 
(CI 95% 500 weniger - 307 mehr) 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

1. Systematic review mit  eingeschlossenen Studien: [354] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
2. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
3. Primary study [354] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
4. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
5. Systematic review mit  eingeschlossenen Studien: [354] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
6. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
7. Systematic review mit  eingeschlossenen Studien: [354] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
8. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low number of pat ients;  
9. Primary study [354] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
10. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
 
Referenzen 
[354] Ponticelli C., Rizzoni G., Edefonti A., Altieri P., Rivolta E., Rinaldi S., et AL :  A randomized trial of cyclosporine in steroid-
resistant idiopathic nephrotic syndrome. Kidney International 1993;43(6):1377-1384 
[389] Braun N, Schmutzler F, Lange C, Perna A, Remuzzi G, Risler T, Willis NS :  Immunosuppressive treatment for focal segmental 
glomerulosclerosis in adults. The Cochrane database of systematic reviews 2008;(3):CD003233 
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PICO (15.2) 
Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 
Intervention: Cyclosporine plus low dose prednisone 
Vergleichsintervention: Prednisone 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Prednisone 
Cyclosporine 
plus low dose 

prednisone 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

Relatives Risiko: 0.35 
(CI 95% 0.13 - 0.98) 

Basierend auf Daten von 
49 patienter und 1 

Studien1 
Beobachtzungszeit 50 

months 

435 
pro 1000 

152 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision2 

Cyclosporin plus low 
dose prednisone 
compared with 

prednisione alone may 
decrease end-stage 

kidney disease 

Differenz: 283 weniger pro 
1000 

(CI 95% 378 weniger - 9 weniger) 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Doubling serum 
creatinine 

 

Relatives Risiko: 1.18 
(CI 95% 0.72 - 1.94) 

Basierend auf Daten von 
49 patienter und 1 

Studien3 
Beobachtzungszeit 50 

months 

522 
pro 1000 

616 
pro 1000 Niedrig 

Due to serious risk of bias, Due to 
serious imprecision4 

Cyclosporin plus low 
dose prednisone 
compared with 

prednisone alone may 
have little or no 

difference on doubling 
serum creatinine 

Differenz: 94 mehr pro 1000 
(CI 95% 146 weniger - 491 mehr) 

Complete 
remission 

 

Relatives Risiko: 2.67 
(CI 95% 0.11 - 62.42) 

Basierend auf Daten von 
49 patienter und 1 

Studien5 
Beobachtzungszeit 50 

months 

0 
pro 1000 

0 
pro 1000 

Sehr niedrig 
Due to serious risk of bias, Due to 

very serious imprecision6 

There were too few who 
experienced the 

complete remission, to 
determine whether 

cyclosporin plus low 
dose prednisone 
compared with 

prednisione alone made 
a difference 

Differenz: 0 weniger pro 1000 
(CI 95% 0 weniger - 0 weniger) 

Partial remission 
 

Relatives Risiko: 7.96 
(CI 95% 1.09 - 58.15) 

43 
pro 1000 

342 
pro 1000 Niedrig Cyclosporin plus low 

dose prednisone 



Basierend auf Daten von 
49 patienter und 1 

Studien7 
Beobachtzungszeit 50 

months 

Differenz: 299 mehr pro 1000 
(CI 95% 4 mehr - 2457 mehr) 

Due to serious risk of bias, Due to 
serious imprecision8 

compared with 
prednisione alone may 

increase partial 
remission 

Annual GFR loss 
3 years 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
 

 
  

 
No studies were found 
that looked at annual 

GFR loss Differenz: null kleiner 
 

11. Primary study [385] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
12. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  
13. Systematic review mit  eingeschlossenen Studien: [385] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
14. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Only data from one study, Low number of pat ients;  
15. Primary study [385] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
16. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : seh r  sch werwiegen d. Only data from one study, Low number of pat ients, Wide confidence intervals;  
17. Primary study [385] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
18. Risiko für  Bias: sch werwiegen d. Inadequate/lack of blinding of part icipants and personnel, result ing in potential for performance bias; 

Un zu reich en de Präzision : sch werwiegen d. Only data from one study;  
 
Referenzen 
[385] Cattran D.C., Appel G.B., Hebert L.A., Hunsicker L.G., Pohl M.A., Hoy W.E., et A :  A randomized trial of cyclosporine in 
patients with steroid-resistant focal segmental glomerulosclerosis. Kidney International 1999;56(6):2220-2226 
[389] Braun N, Schmutzler F, Lange C, Perna A, Remuzzi G, Risler T, Willis NS :  Immunosuppressive treatment for focal segmental 
glomerulosclerosis in adults. The Cochrane database of systematic reviews 2008;(3):CD003233 
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PICO (15.3) 
Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 
Intervention: Cyclosporine plus prednisolone 
Vergleichsintervention: Methylprednisolone 
 

Endpunkt 
Zeitrahmen 

Ergebnisse und 
Messwerte 

Absolute Effektschätzer 
Gewissheit der Evidenz 
(Vertrauenswürdigkeit der 

Evidenz) 
Zusammenfassung 

Methylprednis
olone 

Cyclosporine 
plus 

prednisolone 

All-cause 
mortality 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at all-cause 

mortality Differenz: weniger 
 

End-stage kidney 
disease 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at end-stage 
kidney disease Differenz: weniger 

 

≥50% loss of 
GFR 

 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at ≥50% 

loss of GFR Differenz: weniger 
 

Infection 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 
that looked at infection 

Differenz: weniger 
 

Malignancy 
 

 
(CI 95%  - ) 

 
 

 
 

 
  

 
No studies were found 

that looked at 
malignancy Differenz: weniger 

 

Complete 
remission 

 

Relatives Risiko: 2.31 
(CI 95% 0.55 - 9.74) 

Basierend auf Daten von 
25 patienter und 1 

Studien1 
Beobachtzungszeit 3 

months 

167 
pro 1000 

386 
pro 1000 Sehr niedrig 

Due to serious risk of bias, Due to 
very serious imprecision2 

We are uncertain 
whether cyclosporin 
plus prednisolone 

compared with 
methylprednisone 

increases or decreases 
complete remission 

Differenz: 219 mehr pro 1000 
(CI 95% 75 weniger - 1460 mehr) 

Annual GFR loss 
 

Gemessen mit: 
Skala:  -  Niedriger ist 

besser 
 
 

 
Mittelwert 

 
Mittelwert  

 
No studies were found 
that looked at annual 

GFR loss Differenz: MD null kleiner 
 

19. Primary study [377] Baselin e/Vergleich sin t erven t ion  Kontrollarm aus der Referenz für Interventionsarm .  
20. Risiko für  Bias: sch werwiegen d. Unclear sequence generat ion/ generat ion of comparable groups, result ing in potential for select ion bias, 

unclear concealment of allocat ion during randomization process, result ing in potential for select ion bias, Unclear loss to follow up and 
select ive outcome report ing; Un zu reich en de Präzision : seh r  sch werwiegen d. Wide confidence intervals, Only data from one study, Low 
number of pat ients;  

 
Referenzen 



[377] Bhaumik S.K., Majumdar A., Barman S.C. :  Comparison of pulse methylprednisolone vs cyclosporin based therapy in steroid 
resistant focal segmental glomerulosclerosis [abstract]. Indian Journal of Nephrology 2002;12(4):190-190 
[389] Braun N, Schmutzler F, Lange C, Perna A, Remuzzi G, Risler T, Willis NS :  Immunosuppressive treatment for focal segmental 
glomerulosclerosis in adults. The Cochrane database of systematic reviews 2008;(3):CD003233 
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Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
evidence 

(Quality of 
evidence) 

Plain text summary 
Prednisone Interferon

therapy 

All-cause 
mortality 

(95% CI: - ) No studies were 
found that looked at 
all-cause mortality Difference: 

End-stage 
kidney disease 

(95% CI: - ) 
No studies were 

found that looked at 
end-stage kidney 

disease 
Difference: 

≥50% GFR loss (95% CI: - ) No studies were 
found that looked at 

≥50% GFR loss Difference: 

Infection (95% CI: - ) No studies were 
found that looked at 

infection Difference: 

Malignancy (95% CI: - ) No studies were 
found that looked at 

malignancy Difference: 

Complete 
remission 

Relative risk 
(95% CI: - ) 

Based on data from 
13 patients in 1 

study1 
Follow up 18 

months 

per 1000 per 1000 Very Low 
Due to serious risk 
of bias, Due to very 

serious 
imprecision2 

There were too few 
who experienced the 
complete remission, 
to determine whether 

interferon made a 
difference 

Difference: fewer per 1000 

Daily 
proteinuria 

(g/day) 
End of therapy 

(6 months) 

Measured by: 
Scale: - Lower better 
Based on data from 

13 patients in 1 
study3 

Follow up 18 
months 

Mean Mean Low 
Due to serious risk 

of bias, Due to 
serious 

imprecision4 

Interferon may have 
little or no difference 
on daily proteinuria 

after 6 months of 
therapy 

Difference: MD 0 lower 
(95% CI: 1.10 lower - 1.10 

higher) 

Daily 
proteinuria 

(g/day) 
End of follow-
up (18 months) 

Measured by: 
Scale: - Lower better 
Based on data from 

13 patients in 1 
study5 

Follow up 18 
months 

Mean Mean Low 
Due to serious risk 

of bias, Due to 
serious 

imprecision6 

Interferon may have 
little or no difference 
on daily proteinuria 
after 18 months of 

therapy 

Difference: MD 0 lower 
(95% CI: 1.75 lower - 1.75 

higher) 

Kapitel 8 - Infektassoziierte Glomerulonephritis

Table S182. 
Population: Patients with hepatitis C–associated glomerulonephritis Intervention: Interferon therapy 
Comparator: Prednisone 
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Liver function 
(ALT) (U/I) 

End of therapy 
(6 months) 

Measured by: 
Scale: - Lower better 
Based on data from 

13 patients in 1 
study7 

Follow up 18 
months 

 
Mean 

 
Mean Low 

Due to serious risk 
of bias, Due to 

serious 
imprecision8 

Interferon may 
decrease ALT after 6 

months of therapy 
Difference: MD 33 lower 
(95% CI: 58.5 lower - 7.5 

lower) 

Liver function 
(ALT) (U/I) 

End of follow-
up (18 months) 

Measured by: 
Scale: - Lower better 
Based on data from 

13 patients in 1 
study9 

Follow up 18 
months 

 
Mean 

 
Mean Low 

Due to serious 
imprecision, Due to 

serious risk of 
bias10 

Interferon may 
decrease ALT after 

18 months 
Difference: MD 25 lower 

(95% CI: 49.39 lower - 0.61 
lower) 

Annual GFR 
loss 

Measured by: 
Scale: - Lower better 

 
 

 
 

 
  

 

No studies were 
found that looked at 

annual GFR loss Difference:  
 

Serum 
creatinine 

End of therapy 
(6 months) 

Measured by: mg/dl 
Scale: - Lower better 
Based on data from 

13 patients in 1 
study11 

Follow up 18 
months 

 
Mean 

 
Mean Low 

Due to serious risk 
of bias, Due to 

serious 
imprecision12 

Interferon may have 
little or no difference 
on serum creatinine 

after 6 months of 
therapy 

Difference: MD 0.30 lower 
(95% CI: 0.97 lower - 0.37 

higher) 

Serum 
creatinine 

End of follow-
up (18 months) 

Measured by: mg/dl 
Scale: - Lower better 
Based on data from 

13 patients in 1 
study13 

Follow up 18 
months 

 
Mean 

 
Mean Low 

Due to serious risk 
of bias, Due to 

serious 
imprecision14 

Interferon may have 
little or no difference 
on serum creatinine 

after 18 months  
Difference: MD 0.20 higher 
(95% CI: 1.21 lower - 1.61 

higher) 

1. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  
2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Very Serious. Only data from one 
study, Low number of patients, due to no events 

3. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  
4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 
5. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  
6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 
7. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  
8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 
9. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  
10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 
11. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  
12. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 
13. Primary study [387] Baseline/comparator: Control arm of reference used for intervention.  
14. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 
 
References 
[387] Mazzaro C, Panarello G, Carniello S, Faelli A, Mazzi G, Crovatto M, Baracetti S, Nascimben F, Zorat F, Pozzato G, Faccini 
L, Campanacci L. Interferon versus steroids in patients with hepatitis C virus-associated cryoglobulinaemic glomerulonephritis. 
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Table S183. 
Population: Patients with severe cryoglobulinemic vasculitis either HCV-related or HCV-unrelated 
Intervention: Rituximab 
Comparator: Standard of care 

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
evidence 

(Quality of 
evidence) 

Plain text summary Standard of 
care Rituximab 

All-cause 
mortality 

Relative risk: 0.52 
(95% CI: 0.1 - 2.61) 
Based on data from 

59 patients in 1 
study1 

Follow up 24 
months 

133 
per 1000 

69 
per 1000 

Very Low 
Due to serious risk 

of bias, Due to 
serious 

indirectness, Due to 
very serious 
imprecision2 

We are uncertain 
whether rituximab 

increases or 
decreases all-cause 

mortality 

Difference: 64 fewer per 
1000 

(95% CI: 120 fewer - 214 
more) 

≥50% GFR loss 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 

≥50% GFR loss Difference:  
 

Infection 

Relative risk: 0.50 
(95% CI: 0.04 - 

5.83) 
Based on data from 

59 patients in 1 
study3 

Follow up 24 
months 

67 
per 1000 

34 
per 1000 Very Low 

Due to serious risk 
of bias, Due to 

serious 
indirectness, Due to 

serious 
imprecision4 

We are uncertain 
whether rituximab 

increases or 
decreases infection 

Difference: 33 fewer per 
1000 

(95% CI: 64 fewer - 324 
more) 

Malignancy 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 

malignancy Difference:  
 

Cardiovascular 
events 

Relative risk: 0.48 
(95% CI: 0.08 - 

2.86) 
Based on data from 

59 patients in 1 
study5 

Follow up 24 
months 

33 
per 1000 

16 
per 1000 Very Low 

Due to serious risk 
of bias, Due to 

serious 
indirectness, Due to 

serious 
imprecision6 

We are uncertain 
whether rituximab 

increases or 
decreases 

cardiovascular 
events 

Difference: 17 fewer per 
1000 

(95% CI: 30 fewer - 61 
more) 

End-stage 
kidney disease 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 

end-stage kidney 
disease 

Difference: 
 

Complete 
remission 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 
complete remission Difference:  

 

Treatment 
survival 

12 months 

Relative risk: 47.45 
(95% CI: 5.64 - 

399.29) 

33 
per 1000 

1566 
per 1000 

Very Low 
Due to serious risk 

of bias, Due to 
serious 

indirectness, Due to 

We are uncertain 
whether rituximab 

increases or 
decreases treatment 

Difference: 1533 more per 
1000 
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Based on data from 
59 patients in 1 

study7 
Follow up 12 

months 

(95% CI: 153 more - 13144 
more) 

serious 
imprecision8 

survival at 12 
months 

Annual loss of 
GFR 

Measured by: 
Scale: - Lower better 

 
 

 
 

 
  

 

No studies were 
found that looked at 
annual loss of GFR Difference:  

 
1. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  
2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 
outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 
rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 
interest and those studied - not all participants had nephropathy; Imprecision: Very Serious. Wide confidence intervals, Only 
data from one study, Only data from one study, Only data from one study, Low number of patients 

3. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  
4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 
outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 
rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 
interest and those studied - not all participants had nephropathy; Imprecision: Serious. Only data from one study, Low number of 
patients 

5. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  
6. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 
outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 
rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 
interest and those studied - not all participants had nephropathy; Imprecision: Serious. Only data from one study, Low number of 
patients 

7. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  
8. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 
outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 
rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 
interest and those studied - not all participants had nephropathy; Imprecision: Serious. Only data from one study, Low number of 
patients 
 
References 
[391] De Vita S, Quartuccio L, Isola M, Mazzaro C, Scaini P, Lenzi M, Campanini M, Naclerio C, Tavoni A, Pietrogrande M, 
Ferri C, Mascia MT, Masolini P, Zabotti A, Maset M, Roccatello D, Zignego AL, Pioltelli P, Gabrielli A, Filippini D, Perrella O, 
Migliaresi S, Galli M, Bombardieri S, Monti G:  A randomized controlled trial of rituximab for the treatment of severe 
cryoglobulinemic vasculitis. Arthritis and Rheumatism 2012;64(3):843-853 
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Table S184. 
Population: Patients with HCV-related cryoglobulinemic vasculitis that have failed treatment with 
interferon-alpha and ribavirin 
Intervention: Rituximab 
Comparator: Standard of care 

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
evidence 

(Quality of 
evidence) 

Plain text summary Standard of 
care Rituximab 

All-cause 
mortality 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 
all-cause mortality Difference:  

 

End-stage 
kidney disease 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 

end-stage kidney 
disease 

Difference:  
 

≥50% GFR loss 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 

≥50% GFR loss Difference:  
 

Infection 

Relative risk: 0.0 
(95% CI: 0.0 - 0.0) 
Based on data from 

24 patients in 1 
study1 

Follow up 12 
months 

 
per 1000 

 
per 1000 Very Low 

Due to serious 
indirectness, Due to 

very serious 
imprecision7 

There were too few 
who experienced the 

infection, to 
determine whether 
rituximab made a 

difference 

Difference: fewer per 1000 
 

Malignancy 

 
(95% CI: - ) 

 
 

 
 

 
  

 

No studies were 
found that looked at 

malignancy Difference:  
 

Complete 
remission 
6 months 

Relative risk: 55.0 
(95% CI: 4.3 - 

703.43) 
Based on data from 

24 patients in 1 
study2 

Follow up 12 
months 

83 
per 1000 

4565 
per 1000 Low 

Due to serious 
imprecision, Due to 

serious 
indirectness3 

Rituximab may 
increase complete 

remission at 6 
months 

Difference: 4482 more per 
1000 

(95% CI: 274 more - 58302 
more) 

Relapse 

Relative risk: 1.4 
(95% CI: 0.04 - 

43.79) 
Based on data from 

11 patients in 1 
study4 

Follow up 12 
months 

0 
per 1000 

0 
per 1000 Very Low 

Due to serious 
indirectness, Due to 

very serious 
imprecision5 

We are uncertain 
whether rituximab 

increases or 
decreases relapse 

Difference: 0 fewer per 
1000 

(95% CI: 0 fewer - 0 fewer) 

Adverse events Relative risk: 3.26 0 
per 1000 

 
per 1000 Very Low We are uncertain 

whether rituximab 
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(95% CI: 0.12 - 
88.35) 

Based on data from 
24 patients in 1 

study6 
Follow up 12 

months 

Difference: fewer per 1000 
 

Due to serious 
indirectness, Due to 

very serious 
imprecision7 

increases or 
decreases adverse 

events 

GFR decline 

Relative risk: 0.01 
(95% CI: 0.01 - 

0.77) 
Based on data from 

8 patients in 1 study8 
Follow up 12 

months 

1000 
per 1000 

10 
per 1000 

Moderate 
Due to serious 
imprecision9 

Rituximab probably 
decreases the 

number of patients 
who experience a 
decline in GFR 

Difference: 990 fewer per 
1000 

(95% CI: 990 fewer - 230 
fewer) 

Annual GFR 
loss 

Measured by: 
Scale: - Lower better 

 
 

 
 

 
  

 

No studies were 
found that looked at 

annual GFR loss Difference:  
 

1. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  
2. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  
3. Risk of bias: No serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

Unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. Differences between the 
population of interest and those studied - not all patients have nephritis; Imprecision: Serious. Only data from one study  

4. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  
5. Risk of bias: No serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. Differences between the 
population of interest and those studied - not all patients have nephritis; Imprecision: Very Serious. Only data from one study, 
Wide confidence intervals  

6. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  
7. Risk of bias: No serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. 
Differences between the population of interest and those studied - not all patients with nephritis; Imprecision: Very Serious. 
Wide confidence intervals, Only data from one study 

8. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  
9. Risk of bias: No serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 
from one study 
 
References 
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Table S185. 
Population: Patients with HIV-associated nephropathy 
Intervention: Glucocorticoids and antiretroviral therapy 
Comparator: Antiretroviral therapy only 

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates 

Certainty of the Evidence 
(Quality of evidence) 

Plain text 
summary Antiretroviral 

therapy only 

Glucocorticoi
ds and 

antiretroviral 
therapy 

All-cause 
mortality 

Relative risk: 0.12 
(95% CI: 0.02 - 

0.85) 
Based on data from 

38 patients in 1 
study1 

Follow up 24 
months 

412 
per 1000 

49 
per 1000 

Low 
Due to serious risk of bias, 
Due to serious imprecision2 

Glucocorticoids 
and antiretroviral 

therapy may 
decrease all-cause 

mortality 

Difference: 363 fewer per 
1000 

(95% CI: 404 fewer - 62 
fewer) 

End-stage 
kidney disease 

 
(95% CI:  - ) 

 
 

 
 

 
  

 

No studies were 
found that looked 

at end-stage kidney 
disease 

Difference:  
 

≥50% GFR loss 

 
(95% CI:  - ) 

 
 

 
 

 
  

 

No studies were 
found that looked 
at ≥50% GFR loss Difference:  

 

Infection 

 
(95% CI:  - ) 

 
 

 
 

 
  

 

No studies were 
found that looked 

at infection Difference:  
 

Malignancy 

 
(95% CI:  - ) 

 
 

 
 

 
  

 

No studies were 
found that looked 

at malignancy Difference:  
 

Complete 
remission 

 
(95% CI:  - ) 

 
 

 
 

 
  

 

No studies were 
found that looked 

at complete 
remission 

Difference:  
 

1. Systematic review with included studies: [552] Baseline/comparator Control arm of reference used for intervention.  
2. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 
Serious. Only data from one study. 

 
References 
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centre study from South Africa. BMC Nephrology 2019;20(1): 
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Kapitel 9 Immunoglobulin- und Komplementvermittelte glomeruläre Erkrankungen mit dem 
Schädigungsmuster einer membranoproliferativen Glomerulonephritis (MPGN)

Table S186. 
Population: Children with idiopathic membranoproliferative glomerulonephritis 
Intervention: Prednisone 40 mg/m2(alternate day) 
Comparator: Placebo 

Outcome 
Timeframe 

Study results and 
measurements 

Absolute effect estimates Certainty of the 
evidence 

(Quality of 
evidence) 

Plain text 
summary Placebo 

Prednisone 
(alternate 

day) 

All-cause 
mortality 

Relative risk: 0.29 
(95% CI: 0.07 - 

1.22) 
Based on data from 

98 patients in 2 
studies1 

Follow up 63 
months (mean) 

163 
per 1000 

47 
per 1000 Low 

Due to serious risk 
of bias, Due to 

serious 
imprecision2 

Prednisone may 
have little or no 

difference on all-
cause mortality 

Difference: 116 fewer per 
1000 

(95% CI: 152 fewer - 36 
more) 

End-stage 
kidney disease 

Relative risk: 0.14 
(95% CI: 0.01 - 2.2) 
Based on data from 

18 patients in 1 
study3 

Follow up 65 
months (mean) 

400 
per 1000 

56 
per 1000 

Low 
Due to very serious 

imprecision4 

Prednisone may 
have little or no 
difference on 

end-stage kidney 
disease 

Difference: 344 fewer per 
1000 

(95% CI: 396 fewer - 480 
more) 

≥50% GFR loss (95% CI: - ) 
No studies were 

found that looked 
at ≥50% GFR 

loss 
Difference: 

Infection (95% CI: - ) No studies were 
found that looked 

at infection Difference: 

Malignancy (95% CI: - ) No studies were 
found that looked 

at malignancy Difference: 

Complete 
remission 

Relative risk: 0.74 
(95% CI: 0.46 - 

1.18) 
Based on data from 

80 patients in 1 
study5 

Follow up 60 
months 

545 
per 1000 

403 
per 1000 Low 

Due to serious risk 
of bias, Due to 

serious 
imprecision6 

Prednisone may 
have little or no 
difference on 

complete 
remission 

Difference: 142 fewer per 
1000 

(95% CI: 294 fewer - 98 
more) 

Increase in 
serum 

creatinine (>4 
mg/dl) 

Relative risk: 0.49 
(95% CI: 0.24 - 1.0) 
Based on data from 

80 patients in 1 
study7 

394 
per 1000 

193 
per 1000 Low 

Due to serious risk 
of bias, Due to 

serious 
imprecision8 

Prednisone may 
result in less 

increase in serum 
creatinine (>4 
mg/dl) slightly 

Difference: 201 fewer per 
1000 

(95% CI: 299 fewer - 0 
fewer) 
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Follow up 60 
months 

Annual GFR 
loss 

Measured by: 
Scale: - Lower better 

 
 

 
 

 
  

 

No studies were 
found that looked 

at annual GFR 
loss 

Difference:  
 

1. Systematic review with included studies: [394], [393] Baseline/comparator: Control arm of reference used for intervention.  
2. Risk of bias: Serious. due to differences at baseline for Tarshish 1992; Imprecision: Serious. Low number of patients and 

few events 
3. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  
4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients and few events 
5. Systematic review with included studies: [394] Baseline/comparator: Control arm of reference used for intervention.  
6. Risk of bias: Serious. due to differences at baseline for Tarshish 1992; Imprecision: Serious.  
7. Systematic review with included studies: [394] Baseline/comparator: Control arm of reference used for intervention.  
8. Risk of bias: Serious. due to differences at baseline for Tarshish 1992; Imprecision: Serious. Only data from one study, 

Low number of patients 
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Table S187. Observational studies – treatment of idiopathic membranoproliferative glomerulonephritis 

Study name N Study type Setting Inclusion 
/exclusion criteria 

Study 
period 

Treatment  Follow-
up 

Main findings Study limitations 

Abero 1982 
(1) 

9 Case-series USA, 
single-
center 

Biopsy-proven 
class III MPGN.  
Secondary forms of 
MPGN were 
excluded 

Unclear Various combinations 
of antihypertensives, 
immunosuppressive, 
anticoagulants and 
antiplatelets 

Mean 7.8 
(4-15 
years) 

Two patients had end-stage 
kidney disease and both these 
patients had nephrotic 
syndrome. However, three 
other patients with nephrotic 
syndrome did not go on to 
develop end-stage kidney 
disease. Patients with 
hypertension that required 
medication went on to 
develop end-stage kidney 
disease.  

Few patients and 
the diversity of 
therapies we are 
unable to determine 
the influence of 
therapy on clinical 
course.  
Single-center study 
and retrospective 
chart review  

Bahat 2007 
(2) 

19 Prospective 
and 
retrospective 
cohort study 

Turkey, 
single-
center 

Biopsy-proven 
idiopathic MPGN. 
All secondary 
forms of MPGN 
were excluded and 
patients positive for 
hepatitis B and C, 
and antinuclear 
antibody were 
excluded  

1982 - 
2001 

Mendoza regimen IV 
pulse 
methylprednisone 
followed by oral 
prednisone  
versus 
Oral prednisone 

Mean 
68.2  
(4-124) 
months 

9% of patients treated with 
methylprednisone and 50% 
in the oral prednisone had 
end-stage kidney disease. 
With similar numbers of 
patients achieving complete 
remission (45% 
methylprednisone versus 
50% oral prednisone). 

Patients who were 
treated with at least 
two pulses of 
methylprednisone 
were 
retrospectively 
included in the 
methylprednisone 
arm.  
This is a small 
single-center study 
from Turkey, its 
generalizability is 
unclear  

Bergstein 
1995 (3) 

16 Single-arm 
cohort study 

USA, 
single-
center 

Biopsy-proven type 
I MPGN 

Nov 
1982 - 

Six alternate day IV 
pulses 
methylprednisolone 

Mean 37  
(12-66) 
months 

Treatment improved kidney 
function after three months 
and this persisted until the 

No comparison 
group and potential 
for selection bias 
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July 
1992 

(30 mg/kg/dose; max 
1.5 g) followed by 
single-dose alternate 
day prednisolone (2 
mg/kg; max 60 mg). 

last clinic visit (97 ± 37 to 
129 ± 26 ml/min (P<0.001)). 
63% of patients were in 
complete remission.  

through 
consecutive 
recruitment of 
participants 
Small single-center 
study from USA 

Bridoux 2011 
(4) 

6 Case-series France, 
multi-
center 

Children with 
isolated diffuse 
granular glomerular 
C3 deposits, 
without evidence of 
Ig LC or HC 
deposits on IF 
study of kidney 
biopsy; and 
presence of serum 
and/or urine 
monoclonal Ig; and 
absence of 
detectable serum 
cryoglobulin. 

1990 - 
2009 

Four patients treated 
with high-dose 
dexamethasone, one 
patient treated with 
three courses of 
bortezomib plus 
dexamethasone, 
relayed by melphalan 
plus thalidomide and 
dexamethasone  

Median 
47  
(4-162) 
months 

All patients that received 
treatment went on to develop 
end-stage kidney disease 
after a median 48 months 

Small case-series 
from France, and 
patients were 
treated with 
multiple therapies  

Donadio 1979 
(5) 

60  Prospective 
and 
retrospective 
case-control 
study 

USA, 
single-
center 

51 patients with 
biopsy-proven type 
I MPGN, nine 
patients with type II 
MPGN  
Secondary forms of 
MPGN were 
excluded 

1964 - 
1976 

No treatment (n=32), 
steroids alone (n=16) 
or steroids plus 
cytotoxic therapy 
(cyclophosphamide, 
azathioprine) (n=12) 

12 
months at 
least 

In patients with normal SCr 
(<1.3 mg/dl) and patients 
with abnormal SCr (≥1.3 
mg/dl) the use of either 
therapies did not decrease 
end-stage kidney disease 
compared to no treatment. 

Single-center study, 
the low number of 
patients limited the 
power of survival 
analysis  

Fujita 2006 
(6) 

7 Case-series Japan, 
single-
center 

Children with 
atypical MPGN 

1979 – 
2002 

Corticosteroids alone 
or combined with 
ACEi and./or Chinese 
herb Sairei-to 

Mean 10 
(± 1.7) 
years 

Only one patient was treated 
with steroids alone (1/7), and 
one patient was not treated 
with steroids (1/7). 
Urinalysis at the last follow-
up was normal for five of 

Single-center study 
with few patients 
and results did not 
present according 
to treatments used. 
The diagnosis of 
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seven patients, with 
proteinuria and hematuria 
present in only one patient in 
each treatment arm. Kidney 
function, serum albumin, and 
SCr were in normal range for 
all patients. 

atypical MPGN is 
unclear. 

Habib 1973 
(7) 

98 Retrospective 
cohort 

Unclear Biopsy-proven 
MPGN 

Unclear Low dose 
corticosteroids (0.5-1 
mg/kg/day)  
versus 
Immunosuppression 
(chlorambucil and 
sometimes 
azathioprine) versus 
antimalarial therapy 
versus no treatment 

Mean 5.5 
(1.5-18) 
years 

Corticosteroids = 0/27 
remissions, 3/27 
improvements in nephrotic 
syndrome, 11/27 worsened 
kidney function. 
Immunosuppression therapy 
= 8/61 remissions, 12/61 
improved proteinuria, 12/21 
worsened kidney function.  
Antimalarial = 1/10 
remission, 1/10 improvement 
in kidney function, 3/10 
worsening kidney function. 
No treatment = 9/65 
remissions, 10/65 
improvement in kidney 
function, 18/65 worsening in 
kidney function. 

There is a potential 
for selection bias as 
the setting and the 
recruitment of 
patients is unclear. 

Iitaka 1995 
(8) 

41 Retrospective 
cohort 

Japan, 
single-
center 

Children with 
diffuse proliferative 
MPGN / secondary 
forms of MPGN 
were excluded  

1974 - 
1979 

Low dose 
immunosuppressive 
therapy (0.3 mg/kg/d) 
for all, prednisolone, 
cyclophosphamide, 
azathioprine and 
indomethacin. 
Followed by either 
alternate-day 
prednisolone or high-

Mean 
8.75  
(2-16) 
years 

Remission in urinary 
abnormalities was achieved 
in 76% of patients who 
received high-dose alternate-
day prednisolone alone; 40% 
in the low-dose cocktail 
group and 50% in the 
patients that received the 
low-dose cocktail therapy 
followed by either low-dose 

Small retrospective 
single-center study 
and the clinical 
differences 
between the 
treatment groups 
are not clear.  



 394 

dose alternate-day 
prednisolone (1-2 
mg/kg/dose) with a 
slow taper or  
Alternate-day 
prednisone alone 

or high-dose alternate-day 
prednisolone 

Iitaka 2003 
(9) 

8 Retrospective 
cohort 

Japan, 
single-
center 

Children with focal 
segmental MPGN 

1974 - 
1979 

High dose (1.5 
mg/kg/dose) or low 
dose (0.6 - 0.9 
mg/kg/dose) 
alternate-day 
prednisolone with 
slow tapering.  
One patient received 
no treatment 

Mean 
10.8 
(±4.1) 
years 

The outcome of patients with 
focal segmental MPGN was 
good. Six patients treated 
with alternate-day 
prednisolone had normal 
urinalysis at the end of 
follow-up. However, two had 
proteinuria with and without 
hematuria. The study did not 
report results separately for 
patients treated with high and 
low dose alternate-day 
prednisolone 

Small retrospective 
single-center study 
and the clinical 
differences 
between the 
treatment groups at 
baseline are not 
clear. 

Iitaka 2008 
(10) 

27 Long-term 
follow-up of 
retrospective 
cohort (Iitaka 
2002) for 
patients >18 
years of age 
at end of 
follow-up 

Japan, 
single-
center 

Children with 
diffuse proliferative 
MPGN / secondary 
forms of MPGN 
were excluded 

1974 - 
1979 

Low dose 
immunosuppressive 
therapy (0.3 mg/kg/d) 
(prednisolone, 
cyclophosphamide, 
azathioprine and 
indomethacin). 
Followed by either 
alternate-day 
prednisolone or high-
dose alternate-day 
prednisolone (1-2 
mg/kg/dose) with a 
slow taper or 
alternate-day 
prednisone alone 

Mean 
23.1 
(18-33) 
years 

70% had a normal urinalysis 
at the end of follow-up, with 
96% of patients had a serum 
creatinine decreased <1.0 
mg/dl. The 29% (8/27) of 
patients who had abnormal 
urinalysis, two had nephrotic 
syndrome and six showed 
proteinuria. No severe 
infections or uncontrollable 
hypertension in patients but 
growth retardation was 
presented in 22% (6/27) of 
patients.  

Small retrospective 
single-center study 
and the clinical 
differences 
between the 
treatment groups 
are not clear. 
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Imtiaz 2015 
(11) 

54 Retrospective 
cohort study 

Pakistan, 
single-
center 

Patients treated for 
MPGN and biopsy 
showed immune 
deposit (C3-
MPGN) or C3 and 
Ig deposits (IC-
MPGN) 

1996 - 
2003 

Treatment according 
to physician 
discretion - Steroid 
alone versus steroid 
with 
cyclophosphamide 
(when worsening 
kidney function) 

≥12 
months 

Both groups showed better 
response when treated with 
steroid and 
cyclophosphamide: 8/9 
(88.9%) versus 3/8 (37.5%) 
in C-MPGN; and 10/15 
(66.7%) vs. 12/22 (54.5%) in 
IC-MPGN. 
Patients with abnormal 
kidney function are less 
likely to respond with 
treatment (OR 0.027; 95% CI 
0.02, 0.295)   

The treatment 
course and dose 
were determined by 
the treating 
physician, and the 
effects should be 
interpreted with 
caution. Small, 
retrospective 
single-center study. 
Diagnosis was 
made without the 
use of electron 
microscopy.  

Jones 2004 
(12) 

11 Retrospective 
case-control 

UK, 
single-
center 

Patients with 
biopsy-proven 
idiopathic MPGN / 
secondary forms of 
MPGN were 
excluded  

Unclear Oral prednisolone 
(60 mg, tapering to 
20 mg within 2 
months and 
withdrawn by 1 year) 
and MMF 
(500 mg/day and 
increased gradually) 
versus no 
immunosuppressive 
treatment 

18 
months 

Treatment with 
immunosuppressants 
improved kidney function 
compared to control.  
Treatment group reduced 
proteinuria 6, 12 and 18 
months and there was no 
change in SCr and CrCl. 
In the control group, there 
was no change in proteinuria, 
however, SCr increased and 
CrCl worsened after 18 
months of therapy 
When the control and 
treatment groups were 
compared by repeated 
measures ANOVA, there was 
a significant difference in 
proteinuria between the two 
groups (P = 0.03).  

Small, single-center 
study and there 
were differences 
between the cases 
and controls. 
Patients in the 
treatment group 
having a shorter 
time from diagnosis 
to treatment, and 
received numerous 
therapies before 
inclusion into the 
study. Hence 
patients with in the 
control group may 
have worse disease.  
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Nasr 2009 
(13) 

32 Retrospective 
cohort study 

USA, 
single-
center 

Biopsy-proven 
dense-deposit 
disease 

1977 - 
2007 

Immunosuppression 
alone, RAS blockade 
alone or combined 
immunosuppression 
and RAS blockade 

84.4% 
patients 
had 
follow-up 
- mean 
63.4 (2-
288) 
months  

Univariate analysis indicated 
that no treatment with 
combined 
immunosuppression and 
RAS blockade treatment was 
predictive of end-stage 
kidney disease. However, 
cox proportional hazards 
multivariate analysis 
indicated that only age of 
biopsy and SCr were 
associated with end-stage 
kidney disease.  26% of 
patients achieved response to 
therapy (results according to 
treatment not reported) 

Small single-center 
study, where 16% 
had no clinical 
follow-up 
available. Did not 
report results 
according to 
treatment for all 
outcomes.  

Nicolas 2014 
(14) 

18 Case-series France, 
multi-
center 

Children with 
biopsy-proven C3 
GN or dense-
deposit disease 
associated with C3 
NeF-associated 
C3G with a known 
genetic 
complement 
abnormality (CFH, 
CFI, MCP) and no 
complex 
arrangement of 
CFHR5 

1996 - 
2009 

Steroids alone or  
in combination with 
immunosuppressants 
or ACEi alone 

Mean 7 
(3-15) 
years 

22% of patients achieved 
complete remission and 11% 
of patients end-stage kidney 
disease.  
The difference between the 
use of steroids alone or 
steroids combined with 
immunosuppressive agents is 
unclear as patients treated 
with ACEi/ARBs resolved 
abnormal kidney function 
with residual proteinuria in 
some patients. 

The effects of 
treatment are not 
clear because 
results seldom 
separated according 
to treatment.  

Okuda 2015 
(15) 

11 Retrospective 
cohort study 

Japan, 
multi-
center 

Children with 
biopsy-proven type 
I or III MPGN. 
Four with classical 
MPGN, and eight 

1992 - 
2011 

Patients with MPGN 
– methylprednisolone 
following by oral 
prednisolone 
alternate-day therapy. 

Median 
8.5 (1.4-
19.4) 
years 

A greater proportion of 
patients with C3GN required 
combination therapy because 
of a poor response to the 

Small study with 
few patients. 
Criteria for IgA 
nephropathy had to 
be applied because 



 397 

with C3GN, two 
unclassified GN / 
all secondary forms 
of MPGN were 
excluded   

If no response after 
six months an 
additional course was 
undertaken. Patients 
who didn’t respond to 
the 2nd course 
received prednisolone 
daily, azathioprine 
and dipyridamole and 
warfarin.  

methylprednisolone and oral 
prednisolone (P=0.02).  
After follow-up, five patients 
achieved complete remission 
(based on IgA nephropathy 
criteria for remission), with 
50% (2/4) patients with 
classical MPGN, and 88% 
(7/8) with C3GN having no 
response to therapy.  

there were no 
available criteria 
for complete 
remission in 
patients with 
MPGN.  

Oosterveld 
2015 (16) 

5 Case-series USA, 
unclear 

Children with 
biopsy-proven 
dense-deposit 
disease, severe 
nephritic syndrome 
and kidney failure 
with low C3 and 
high levels of C3d 
and sC5bC9, and a 
lack or marginal 
response to 
immunosuppressive 
therapy 

Unclear Eculizumab (given for 
at least three months 
and according to the 
dosing regimen 
established for 
atypical HUS) 

Median 
18.1 (12-
29.2) 
months 

In all patients, proteinuria 
decreased (PCR 8.5 (2.2-17) 
to 1.1 (0.2-2) g/g P<0.005) 
and kidney function 
improved (eGFR 58 (17-117) 
to 77 (50-129) ml/min/1.73 
m2, P<0.01) within 12 weeks 
of treatment. The disease 
relapsed in 40% (2/5) 
patients. No infections or 
adverse events were noted.  

Small study with 
few patients 

Orlowski 
1988 (17) 

50 Prospective 
cohort study 

Poland, 
single-
center 

Idiopathic MPGN Unclear Triple therapy 
(prednisone, 
azathioprine 
combined with 
chlorambucil or 
cyclophosphamide) 
Prednisone 
with/without 
azathioprine or  
No treatment 

10 (± 0.9 
SE) years 

Triple therapy was more 
effective in reducing 
proteinuria compared to no 
treatment or use of 
prednisone with or without 
azathioprine.  

Small study, 11 
patients were taken 
off 
immunosuppressive 
medication 
throughout the 
study.  
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Somers 1995 
(18) 

39 Retrospective 
case-control 
study 

USA, 
single-
center 

Children with 
biopsy-proven 
MPGN / secondary 
causes of MPGN 
were excluded  

1968-
1990 

Immunosuppressive 
therapy (all patients 
received alternate-day 
prednisone, some 
patients received i.v. 
pulse 
methylprednisolone, 
alkylating agents, 
azathioprine and/or 
antiplatelets) or no 
treatment 

Median 
9.5  
(2.1-23) 
years 

Eleven patients who did not 
have nephrotic syndrome 
hade 100% long-term kidney 
survival despite seven 
patients not being treated 
with any immunosuppressive 
therapy. 
The 10-year actuarial kidney 
survival was 58% in treated 
patients and 81% in untreated 
children with MPGN.  

Small single-center 
study and the 
severity of kidney 
disease in patients 
receiving treatment 
and not receiving 
treatment is not 
clear.  

Strife 1984 
(19) 

17 Case-series USA, 
single-
center 

Children with Type 
III MPGN with 
follow-up > two 
years.  

Unclear Alternate-day 
prednisone (n=16) or 
no treatment (n=1) 

Unclear 43% (3/7) patients with 
nephrotic syndrome and type 
III MPGN went on to 
develop end-stage kidney 
disease.  

Small single-center 
study with no 
comparison 
between therapies. 

Takeda 1995 
(20) 

15 Case-series Japan, 
single-
center 

Children with 
biopsy-proven type 
I MPGN and had 
not received 
immunosuppressive 
therapy 

1977 - 
1991 

Oral prednisolone (1 
mg/kg/d) combined 
with dipyridamole (5 
mg/kg/d) depending 
on disease severity. 
I.v. 
methylprednisolone 
was used in patients 
with abnormal kidney 
function 

Median 6 
(3-15.5) 
years 

94% of patients-maintained 
kidney survival at four- and 
ten-years post therapy, with 
73% stopping therapy 
because of normalized 
kidney function and 
urinalysis. No patients 
experienced a relapse on 
corticosteroid therapy 

Small single-center 
with no comparison 
group 

Warady 1985 
(21) 

6 Case-series USA, 
unclear 

Biopsy-proven 
idiopathic type I 
MPGN who had 
not yet received 
immunosuppressive 
therapy 

1977 -
1982 

Corticosteroid therapy 
dose according to 
kidney function.   

Minimum 
2 years 

Treatment of long-term 
corticosteroids improved 
clinical and histological 
outcomes for children with 
idiopathic type I MPGN. 
After five years of therapy, 
all patients had a CrCl >120 
ml/min/1.73m2 with one 

Small study with 
no comparison 
group, 
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patient with nephrotic 
syndrome 

Yanagihara 
2005 (22) 

19 Retrospective 
cohort study 

Japan, 
single-
center 

Children with 
biopsy-proven 
diffuse proliferative 
MPGN / secondary 
forms of MPGN 
were excluded 

1974 - 
1993 

Three patients 
received 
cyclophosphamide (3 
mg/kg/d for 7 weeks) 
followed by high-dose 
alternate-day 
prednisolone. 16 
patients received 
pulse 
methylprednisolone 
and alternate-day 
prednisolone 2 
mg/kg/d (≤80 mg/d) 

Mean 
14.6 
(±4.6) 
years 

No patients went on to end-
stage kidney disease or 
developed severe adverse 
effects.  
Urinary abnormalities and 
hypocomplementemia 
cleared in 79% of patients, 
while mild proteinuria 
without 
hypocomplementemia 
remained in 21% of patients. 

Small study with 
no comparison 
between treatment 
groups or in-depth 
reporting of 
histological 
features of the 
disease.  

Yuan 2010 
(23) 

13 Prospective 
cohort study 

China, 
single-
center 

Biopsy-proven 
idiopathic MPGN / 
secondary causes of 
MPGN were 
excluded. 

Unclear All patients were 
resistant to eight 
weeks of prednisone 
1.0 mg/kg/d with a 
gradual taper to 30 
mg/d. If no response, 
MMF (1.5 g/d) was 
added and prednisone 
was tapered to 5-10 
mg/d. 

14 
months 

All the patients experienced a 
reduction of proteinuria more 
than 50% and defined as 
partial remission, but none 
achieved complete remission.  
After three months with 
MMF therapy kidney 
function improved 
(proteinuria and SCr 
decreased and eGFR 
improved slightly (63.3 ± 
26.8 to 65.7 ± 26.8 
ml/min/1.73 m2) (P<0.05). 
After 12 months of MMF 
therapy, proteinuria 
decreased, and SCr and 
eGFR remained stabled.  

Small study and 
with potential for 
selection bias with 
recruitment of 
participants 
unclear. No 
comparison groups.  
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Table S188. Characteristics of included studies for proliferative glomerulonephritis with monoclonal immunoglobulin deposits 

Study 
Name 

N Study type  Setting  Patient characteristics Study 
period 

Treatment Follow-up 

Avasare 
2018 (24) 

76 (33 
treated 
with 
MMF, 
43 with 
non-
specific 
therapy) 

Case-series 
(medical 
records) 

Single 
center, 
USA 

Patients with C3 GN. 
Patients prior to 2010 had 
their clinical and 
histological criteria 
reviewed to confirm 
diagnosis 

1997 - 
2015 

33 prescribed MMF (1000 mg twice daily for 3 
months in general). Treatment at the discretion of 
treating physician Concomitant corticosteroids and 
when MMF was stopped. 
Compared against 43 patients who received 
nonspecific immunosuppressive agent in 
combination with steroids  

Median 32 (IQR 21 – 
68) months 

Chauvet 
2015 (25) 

35 Case-series 
(medical 
records) 

Multi-
center, 
France 

Serum monoclonal IgM 
with eGFR <60 
ml/min/1.73 m2 and/or 
proteinuria and 
monoclonal IgM or light 
chain deposits and/or 
kidney infiltration by 
malignant B cells 

1992 - 
2012 

Varying chemotherapy and eight cases with first-line 
rituximab 

Median 29 months 

Chauvet 
2017 (26) 

50 Retrospective 
cohort study 

Multi-
center, 
France 

Biopsy-proven C3GN on 
native kidney or kidney 
allograft, without evidence 
of LCD or HCD, except 
for trace IgM on 
glomerular sclerotic 
lesions by 
immunofluorescence 

2000 - 
2014 

3 strategies:  
1. Chemotherapy adapted to B-cell clone (n=29) 
2. Conventional immunosuppressive therapy (n=8) 

(steroids alone (n=4), prednisone combined with 
rituximab (n=1), MMF (n=1), azathioprine (n=1), 
or cyclophosphamide (n=1) 

3. RAS blockade (n=13) 

Mean 24 (range 4-104) 
months 

Guiard 
2011 (27) 

26 Case-series 
(medical 
records) 

Multi-
center, 
France 

Monoclonal IgG GN 
without IgA or IgM 
deposits or 
cryoglobulinemic fibrillary 
GN 

1980 - 
2008 

Patients with hematologic disorders (9/26) received 
varying chemotherapy agents (combining steroids, 
alkylating agents (chlorambucil, cyclophosphamide, 
or melphalan), fludarabine, thalidomide, and 
rituximab). All patients received symptomatic 
treatment (RAS blockade).  

Mean 67.6 (2 - 216) 
months 
Mean follow-up for 
rituximab was 24 
months 
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Rituximab was combined with other chemotherapies 
in two patients with low-grade lymphoma or alone in 
five patients with no malignancy as first-line 
treatment (n=3) or as a second-line treatment (n=2). 

Herlitz 
2012 (28, 
29) 

6 Proof-of 
concept, open-
label, 
unblinded, one 
arm trial 

Single 
center, 
USA 

Three patients with dense-
deposit disease and three 
with C3 GN with 
proteinuria >1g/d or acute 
kidney failure (≥50% rise 
in SCr from baseline) 

Not 
reported 

Eculizumab (IV) - 900 mg once weekly for four 
weeks followed by 1200 mg on week five and then 
1200 mg every other week up to week 53.  

12 months 

Higgins 
2018 (30) 

57 Case-series 
(registry 
based) 

Single 
center, 
USA 

Biopsy –proven 
Waldenstrom 
macroglobulinemia or 
related IgM B cell 
lymphoproliferative 
disorders. 33% (19/57) 
amyloid glomerulopathy, 
35% (20/57) with 
nonamyloid 
glomerulopathy, 14% 
(8/57) with 
tubulointerstitial lesions, 
18% (10/57) non-
paraprotein related lesions.  

Jan 1996 - 
2015 

Heterogeneous treatment: 
Alkylator-based chemotherapy, rituximab-based 
therapy, and novel agents, such as bortezomib. 
“Rituximab was used as the frontline agent in 60% 
of patients (ten with amyloid-related 
glomerulopathy, 11 with nonamyloid-related 
glomerulopathy, six with tubulointerstitial 
nephropathies, and six with nonmonoclonal 
gammopathy–related kidney diseases). Autologous 
stem cell transplant was used in eight patients, all 
with amyloid-related glomerulopathy. 
Plasmapheresis was used primarily in patients with 
glomerulopathy (40%) and those in the 
tubulointerstitial nephropathies group (38%), and it 
was used in only one patient with amyloid-related 
glomerulopathy nonamyloid-related” 

Unclear 

Gumber 
2018 (31) 

19 Retrospective 
Case-series 
(medical 
records) 

Single 
center, 
USA 

Patients with proliferative 
glomerulonephritis with 
monoclonal Ig deposits. 
Group 1 – clone-detected 
and clone-directed therapy  
Group 2 – clone-directed, 
non-directed therapy 
Group 3 – no clone 
detected, empirical therapy 

2000 - 
2016 

Patients were treated according to the detection of 
clone, with some receiving therapy targeted to the 
clone’s malignant counterpart.  
Group 1 clone-detected were treated with clone-
direct therapy (rituximab, chlorambucil, 
cyclophosphamide and bortezomib). 
Group 2 clone-detected, treated with non-directed 
therapy – MMF and prednisolone 

Median 693 days (IQR 
354 - 1355 days) 
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Group 3 no clone detected, empirical therapy 
(rituximab, cyclophosphamide, prednisolone) 
Group 4 not treated 

Javaugue 
2013 (32) 

27 Retrospective 
case-series  

Multi-
center, 
France 

Patients with fibrillary GN 
– Ig HCD and LCD in the 
mesangial and/or capillary 
wall.  

1990 - 
2011 

All cases received supportive therapy, with 13 cases 
receiving various additional immunosuppressive 
therapy 

Median 46 (range 6 - 
253) months 

Joly 2019 
(33) 

255 Retrospective 
cohort study 

Multi-
center, 
France 

Biopsy-proven LCDD, 
HCDD, LHCDD, LCDD + 
CN 

1981 - 
2015 

69% (176/255) had data available on treatment, the 
majority received chemotherapy (96%), with 56% 
receiving one line of treatment, 21% received two 
lines, 22% received three lines of therapy. The 
therapies included bortezomib - (58%), alkylator- (n 
5 28, 17%), thalidomide/lenalidomide- (10%), 
adriamycin- (9.5%), rituximab-based therapy (2.4%) 
or steroids alone (0.6%) 

Median 27.3 (IQR 10-
70) months 

Kourelis 
2016 (34) 

88 Retrospective 
case-series 

Single-
center, 
USA 

Biopsy-proven monoclonal 
Ig deposition disease 
(LCDD, HCDD) 

Mar 1992 
-Dec 
2014 

First line therapies include proteasome inhibitor 
based, cytotoxic chemotherapy, steroids, autologous 
stem cell. 

Median overall 
survival 47 (range 1 - 
174) months, 
hematological 28 
(range 0 - 174), kidney 
survival 35 (range 0 - 
174) months 

Li 2016 
(35) 

48 Retrospective 
case-series 
(registry) 

Single 
center, 
China  

Patients with LCDD  Jan 2004 -
May 2015 

Seven (16%) patients did not receive chemotherapy. 
77% (37/48) patients received chemotherapy or 
chemotherapy plus autologous stem cell 
transplantation. 

Mean 22 months 

Lorenz 
2010 (36) 

29 (12 
recurren
t 
MPGN, 
17 non-
recurren
t 
MPGN) 

Retrospective 
case-series 
(medical 
records) 

Single 
center, 
USA 

Transplant recipients with 
recurring MPGN 
determined by post-
transplant kidney biopsy.  

1996 - 
2006 

Varying induction immunosuppression: and 
maintenance immunosuppression  
Patients with recurrent MPGN were treated with 
plasmapheresis 

52.8 ± 36.9 months 
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Nasr 2011 
(37) 

66 Retrospective 
case-series 
(medical 
records) 

Single 
center, 
USA 

Biopsy-proven fibrillary 
GN.  

1993 - 
2010 

26% (16/61) of patients received no treatment, 26% 
(16/61) received RAS blockade, 48% (29/61) 
received immunosuppressive therapy, with the 
majority receiving steroids, cyclophosphamide or 
MMF. Only three patients received rituximab 
therapy.  

Mean 52.3 (range 2 - 
209) months 

Pozzi 
2003 (38) 

63 Retrospective 
case-series 
(medical 
records) 

Multi-
center, 
Italy 

Patients with LCCD, one 
patient had associated Υ-
HCCD, multiple myeloma 
was diagnosed in 65% of 
patients.  

1978 - 
2002 

In patients without multiple myeloma, 23% (5/22) 
did not receive therapy.  
In patients with multiple myeloma 10% (4/41) did 
not receive therapy.  
Immunosuppressive therapy was similar depending 
on presence of multiple myeloma; however, the 
therapies (vincristine-doxorubicin-dexamethasone or 
vincristine-doxorubicin-methylprednisolone 
chemotherapy and chemotherapy and 
plasmapheresis) were more likely prescribed in 
multiple myeloma.  

27.5 months (IQR 8, 
56 months) 

Ravindran 
2018 (39) 

36 (32 
C3 GN, 
4 DDD)  

Retrospective 
case-series 

Single 
center, 
USA 

Patients with biopsy-
proven C3 glomerulopathy 
or dense deposit disease 
and positive for 
monoclonal Ig 

2007 - 
2016 

8% (3/36) conservative therapy, 44% (16/36) 
targeted monoclonal therapy, 47% received non-
targeted immunosuppressive therapy 

Median 43.6 (1.8 - 
128) months  

Schober 
2017 (40) 

287 Retrospective 
(registry) 
study 

Multi-
center, 
USA 

Biopsy-proven fibrillary 
glomerulonephritis  

1985 - 
2015 

Only 7% received no treatment, 7% received 
hemodialysis. 24% received ACEi/ARB alone, 36% 
received immunosuppressive or ACEi/ARB. 15 
patients were advised to take rituximab 

Range 9-46 months 

Sayed 
2015 (41) 

53 Observational 
prospective 
cohort 

Single 
center, 
UK 

Biopsy-proven with LCDD  2002 - 
2015 

81% (43/53) patients were not on dialysis. 32 
patients where on chemotherapy and 21 of these 
patients were on dialysis. 16 received melphalan-
conditioned autologous stem-cell transplant 

Mean 6.2 (range, 1.1 - 
14.0) years 

Strati 
2015 (42) 

49; 10 
with 
MPGN 

Retrospective 
case-series  

Single 
center, 
USA 

Patients with chronic 
lymphocytic leukemia, 
small lymphocytic 
lymphoma or monoclonal 
B-cell lymphocytosis. 

1995 - 
June 2014 

Five treated with rituximab, cyclophosphamide and 
prednisone-based regimen. Three treated with 
received a rituximab-based regimen with or without 
steroids   

Unclear  
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Only 1.2% patients had 
kidney biopsy to evaluate 
kidney failure and 
nephrotic syndrome. Ten 
patients had MPGN (3 
with monoclonal IgG, 2 
cryoglobulinemic GN, 1 
with immunotactoid GN 
with monoclonal IgG 
deposits, fibrillary GN, C3 
GN)  

Vignon 
2017 (43) 

19 Retrospective 
case-series 

Multi-
center, 
France 

Patients with IgA deposit 
defined by the presence of 
glomerular alpha HCDD, 
either alone, or associated 
with a single LC isotype, 
with similar staining 
intensity as the alpha 
heavy chain. 

1998 - 
2015 

In the a-HCDD group, 4 patients received 
chemotherapy based on bortezomib and 
dexamethasone (n=2), or melphalan and 
dexamethasone (n=2). 
In patients with monoclonal IgA deposits, all patients 
received symptomatic measures including RAS 
blockade. Four of these patients did not require 
further treatment. First line immunosuppression was 
given to six patients, including (i) oral steroids (n=3) 
or (ii) oral steroids cyclophosphamide (0.6 g/m2 i.v. 
bimonthly, n=3). 
Six patients received chemotherapy based on 
antimyeloma agents 

Median 30 (12 - 168) 
months 

Zand 
2013 (44) 

41, data 
on 10 
patient’s 
treatmen
t 
provide
d 

Retrospective 
case-series 

Single 
center, 
USA 

Biopsy-proven C3GN, 10 
had monoclonal 
gammopathy  

2009 - 
2012 

Treatment was variable: Four patients were treated 
conservatively, Four received steroids alone or in 
combination with immunosuppressive therapy. One 
patient received dexamethasone and bortezomib, one 
patient received six cycles of rituximab, 
cyclophosphamide, vincristine and prednisone 

Unclear 

Zand 
2014 (45) 

21, 14 
develop
ed 

Retrospective 
case-series  

Single 
center, 
USA 

Patients with kidney 
transplant with recurrent 
proliferative GN with 
dominant C3GN staining 

Jan 1996 - 
Dec 2010 

Ten patients did not receive treatment with recurrent 
disease. Three patients with rituximab. One patient 
received plasmapheresis with a high dose prednisone 
and stem cell transplantation 

10 years 
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recurren
t C3GN 

and minimal or no IgG 
staining   

Zand 
2015 (46) 

145 (87 
LCDD,2
9 MCN, 
13 
LCDD 
+ MCN) 

Retrospective 
case-series 

Single 
center, 
USA 

Biopsy-proven LCDD, 
with or without myeloma 
case nephropathy (MCN).  

Jan 1997 - 
Dec 2011 

All patients in the myeloma cast nephropathy (MCN 
alone or LCDD and MCN) were treated with 
chemotherapy. 5/87 (11%) in the LCDD group did 
not receive chemotherapy. The most common 
therapy was steroid alone administered as 
dexamethasone or prednisone. Other agents included 
cyclophosphamide, azathioprine, rituximab, 
doxorubicin, and vincristine. About 33% in each 
group received autologous stem cell transplant with 
or without prior chemotherapy. There was no 
difference amongst the three groups with respect to 
the type of chemotherapy administered or rate of 
SCT 

Median duration of 
follow-up in patients 
who 
survived was 46.9 (0.9 
-152.5) months 

Abbreviations: ACEi – angiotensin converting enzyme inhibitor, ESKD – end-stage kidney disease, FGN – fibrillary GN; GN – glomerulonephritis, HCD – heavy chain 
deposits, HCDD – heavy chain deposition disease, HCV – hepatitis C virus, IQR – interquartile range, ITGN – immunotactoid GN, LCD – light chain deposits, LCDD – light 
chain deposition disease, MMF – mycophenolate mofetil, MPGN --membranoproliferative GN, RAS – renin-angiotensin system 
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Table S189. Findings of included observational studies of proliferative glomerulonephritis with monoclonal immunoglobulin deposits 
Study 
Name 

N Treatment Main findings Critical appraisal  

Avasare 
2018 (24) 

76 (33 treated with 
MMF, 43 with non-
specific 
immunosuppression) 

33 prescribed MMF (1000 
mg twice daily for 3 months 
in general). Treatment at 
the discretion of treating 
physician, including 
concomitant corticosteroids 
and when MMF was 
stopped. 
Compared against 43 
patients who received non-
specific 
immunosuppressive agent 
in combination with 
steroids 

67% (20/30) of patients treated with MMF 
achieved response to therapy, with ten achieving 
complete remission and ten achieving partial 
remission. These patients usually had a low 
proteinuria and low soluble C5b-9.  
In patients that received steroids with or without 
another immunosuppressive therapy for a minimum 
of three months was response to therapy was 29% 
rituximab, 29% with calcineurin inhibitors, 33% 
with steroids and other immunosuppressive therapy 
and 39% in steroids alone. 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – The center had 
63% (76/120) of patients who had 
available data available for comparison, 
and 90% (30/33) of patients with MMF 
completed one year of therapy – unclear 
if the patients not in the study where 
somewhat different to the patients in the 
study 

• Single-center in the USA may not be 
representative to the entire population. 

• No multivariate analysis is undertaken 
and hence confounding may likely be 
present. 

Chauvet 
2015 (25) 

35 Varying chemotherapy as 
first-line therapy, including 
eight cases with first-line 
rituximab therapy 

Treatment response available in 91% (32/35 
patients) 26 patients: 53% (17/32) achieved a 
hematological response, with complete or very 
good partial response in seven cases. Nine patients 
required further treatment because of refractory or 
progressive hematologic disease  
In patients with amyloidosis 50% (5/10) achieved a 
kidney response after first line-therapy, patients 
with nonamyloid glomerular diseases 60% (9/15) 
achieved kidney response, and nonamyloid 
tubulointerstitial diseases 63% (5/8) achieved 
kidney response.  

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease.  

• Standard criteria used for hematological 
and kidney response  

• Conducted across multiple centers in 
France, likely a good representative 
sample for France.  

• Treatment groups provided but not 
compared but no multivariate analysis 
has been undertaken and confounders 
have not been adjusted for.  

Chauvet 
2017 (26) 

50 1. Chemotherapy 
adapted to B-cell 
clone (n=29) 

Chemotherapy was well tolerated in 18% (15/29) of 
patient’s chemotherapy experienced severe adverse 
events, including six episodes of infectious 

Risk of bias was assessed using Newcastle-
Ottawa scale (4)   
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Study 
Name 

N Treatment Main findings Critical appraisal  

2. Conventional 
immunosuppressive 
therapy (n=8) 

3. RAS blockade 
(n=13) 

pneumonitis leading to death in three patients. One 
patient treated with bortezomib developed 
peripheral neuropathy that required treatment 
discontinuation.  
For the 37 patients that had data available, 48% 
(18/37) achieved hematological response to 
therapy, and 83% of these patients (15/18) achieved 
kidney response. The 19 patients that had no 
hematological response, only 28% achieved a 
kidney response. In multivariate analysis, only 
hematological response was predictive of a kidney 
response.  
Median kidney survival was higher in patients that 
received chemotherapy compared to those who 
received conservative therapy (HR, 0.27; 95% CI 
0.09 - 0.77) (P=0.01)) but there was no difference 
to those receiving immunosuppression but was not 
significantly different from that of patients 
receiving different immunosuppressive therapy. In 
multivariate analysis, only kidney response was 
associated with kidney survival.  

• This was a well-conducted retrospective 
observational study (8/9 star rating), 
with clear inclusion criteria with valid 
objective methods to include patients 
into a nationwide registry.  

• The treatment groups came from the 
same population and used secure registry 
records to identify outcomes of interest – 
kidney and hematological response. 
With sufficient follow-up and low 
attrition bias.  

• The treatment groups were comparable 
as multivariate analysis was undertaken.  

Guiard 
2011 (27) 

26 Patients with hematologic 
disorders (9/26) received 
varying chemotherapy 
agents. All patients received 
symptomatic treatment 

35% (6/17) required transplant after reaching end-
stage kidney disease, one patient had recurrence of 
their disease. Remission of nephrotic syndrome was 
achieved by 54% of patients. Patients with severe 
kidney disease (advanced CKD stage, elevated 
serum creatinine, fibrosis in kidney biopsy) did not 
achieve remission. Remission was achieved in 50% 
of patients with MPGN histology and 57% of 
patients with monoclonal membranous nephropathy 
histology.  
In 71% (5/7) of patients treated with rituximab, 
complete remission of nephrotic syndrome was 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease, with a reliance on medical 
records. 

• Conducted across multiple centers in 
France, likely a good representative 
sample for France.  

• Treatment groups provided and the 
outcome according to treatment is 
discussed 



 408 

Study 
Name 

N Treatment Main findings Critical appraisal  

achieved after mean nine months (range 4-24 
months). The other 2/7 achieved partial remission. 
One patient relapsed.  

• No multivariate analysis is undertaken 
and hence confounding may likely be 
present.  

Herlitz 
2012 (28, 
29) 

6 Eculizumab (IV) - 900 mg 
once weekly for 4 weeks, 
followed by 1200 mg on 
week 5 and then 1200 mg 
every other week up to 
week 53   

“After commencing treatment with eculizumab, 
there was evidence of effective and sustained 
terminal complement inhibition in all patients.” 
In patients with dense deposition disease, two of 
three patients were found to have improved kidney 
function, including one patient with recurrent 
disease after transplantation. In patients with C3GN 
one patient had improved SCr, and one patient SCr 
rose and required reintroduction of MMF and 
steroids, the other patient their kidney function 
remained stabled.   
There were no adverse effects or infections.   

The Cochrane risk of bias tool (3) was to 
assess this study. However, this is a proof-
of-concept clinical trial, one treatment arm 
only and the tool does not apply in full.  
High risk of bias.  
• No randomization, allocation 

concealment, blinding was undertaken 
because this is a one-arm trial. 
Recruitment into the study was unclear, 
and hence selection bias may be likely 
high risk  

• High attrition rate –no patients were lost 
to follow-up. 

• No selection bias concerns - There were 
clear inclusion criteria, with valid 
methods for identification of the disease, 
however, 

• Other bias – Unclear - This is a 
pharmaceutical funded trial but 
pathology was processed independently, 
some authors have served as consults for 
the pharmaceutical company. It could be 
made clearer what the company’s 
involvement in the data analysis and 
publication was.  

• Single-center in the USA may not be 
representative to the entire population. 

• No multivariate analysis was reported 
and hence confounding may likely be 
present. 



 409 

Study 
Name 

N Treatment Main findings Critical appraisal  

Higgins 
2018 (30) 

57 Varying 
immunosuppressive 
therapy. Agents included: 
alkylator-based 
chemotherapy, rituximab-
based therapy, bortezomib, 
rituximab, autologous stem 
cell transplant, 
plasmapheresis  

Of the 60% of patients who had available data to 
assess hematological response, 6% of patients 
achieved complete response; these patients were 
treated with rituximab or autologous stem cell 
transplant. 30% of patients had a partial response to 
therapy, and only 17% or less had a minimal 
response to therapy.  
Kidney function improved in 47% of patients and 
worsened in 21% of patients, with 21% of patients 
going on to end-stage kidney disease.  

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns - The Mayo’s 
clinic database had 4% (57/1363) of 
patients with bone marrow and kidney 
biopsy available, and treatment data was 
only available for 89% (51/57) of 
patients, and hematological response was 
only available in 60% of patients – may 
not represent the entire population 

• No multivariate analysis is undertaken 
and hence confounding may likely be 
present. 

Gumber 
2018 (31) 

19 Patients were treated 
according to the detection 
of clone, with some 
receiving therapy targeted 
to the clone’s malignant 
counterpart.  

76% (13/17) had a response to first-line therapy, 
with 35% (6/17) received, with all patients 
receiving clone-directed therapy achieving a kidney 
response. Only one patient in group 2 (clone-
detected, non-directed therapy achieved) a kidney 
response. In patients without a clone-directed 
standard empirical therapy 80% (8/10) achieved 
kidney response, with 30% (3/10) achieving 
complete remission. 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Single-center may not be representative 
of the entire population.  

• No formal statistical comparison was 
made between therapies, no multivariate 
analysis undertaken hence confounding 
may be likely. 

Javaugue 
2013 (32) 

27 All cases received 
supportive therapy, with 13 
cases receiving various 
additional 
immunosuppressive therapy 

Complete or partial kidney response was achieved 
in 30% of patients (8/27), only one patient treated 
with supportive therapy achieved complete kidney 
response, and one achieved partial kidney response. 
In patients treated with immunosuppressive 
therapy, 46% (6/13) achieved partial kidney 
response (all 5 patients treated with rituximab 
included). Patients who did not achieve a response 
had a lower eGFR at time of immunosuppressive 
therapy.  

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• No clear comparison across the 
treatment arms and no multivariate 
analysis was undertaken and hence 
confounding may likely be present. 
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Joly 2019 
(33) 

255 96% (169/176) of patients 
with sufficient data 
received various 
chemotherapy.  

Hematological response – 67% (113/169) achieved 
complete response or very good partial response, 
with response similar among all subtypes of 
monoclonal immunoglobulin deposition disease.  
Kidney survival – Bortezomib-based therapy was 
associated with better kidney and patient survival.  
Univariate analysis found bortezomib-based 
therapy (P<0.0001) and melphalan autologous stem 
cell transplants (P<0.001) were associated with 
hematological response and bortezomib-based 
therapy was associated with kidney response (OR 
3.23; 95%CI 1.57, 6.56). In multivariate analysis 
predictors of a response did not include treatment. 

Risk of bias was assessed using Newcastle-
Ottawa scale (4)   
• This was a well-conducted retrospective 

observational study (8/9 star rating), 
with clear inclusion criteria with valid 
objective methods to include patients 
into a nationwide database.  

• The treatment groups came from the 
same population and used secure registry 
records to identify outcomes of interest – 
kidney and hematological response. 
With sufficient follow-up and low 
attrition bias.  

• The treatment groups were comparable 
as multivariate analysis was undertaken. 

Kourelis 
2016 (34) 

88 First line therapies include 
proteasome inhibitor based, 
cytotoxic chemotherapy, 
steroids, autologous stem 
cell. 

Patients treated with proteasome inhibitor-based 
therapy 33% (10/27) achieved kidney response, 
36% (15/27) had no kidney response, and 13% 
(2/27) were not examined.  
Patients treated with cytotoxic therapy (other than 
autologous stem-cell transplant) 10% (3/16) 
achieved kidney response, 19% (8/16) had no 
kidney response, 19% (3/16) were not examined 
Patients treated with steroids only 10% (3/5) 
achieved complete remission, 2% (1/5) had no 
response to therapy 
Patients treated with autologous stem cell therapy 
had 40% (12/26) achieve complete kidney 
remission, 21% (9/26) had no response to therapy 
and for 31% (5/26) there was no data for kidney 
response.  

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Single-center may not be representative 
of the entire population.  

• Descriptive study only, there was no 
formal statistical comparison was made 
between therapies, no multivariate 
analysis undertaken hence confounding 
may be likely. 
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Li 2016 
(35) 

48 Seven (16%) patients did 
not receive chemotherapy. 
77% (37/48) patients 
received chemotherapy or 
chemotherapy plus 
autologous stem cell 
transplantation. 

“Patients that received no chemotherapy before 
kidney biopsy all progressed to ESKD. Patients 
receiving different treatments also had different 
kidney outcomes; chemotherapy and autologous 
stem cell transplant showed the best outcomes, 
followed by chemotherapy alone and then by no 
chemotherapy (p=0.048)” 
Patients receiving chemotherapy and autologous 
stem cell transplant showed the best outcomes, 
followed by chemotherapy alone, treatment was 
found to be a kidney survival (HR 0.362; 95% CI 
0.151, 0.8638) in a multivariate analysis. 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear if 
all cases have a kidney biopsy at this 
single-center in China and hence the 
participants may not be representative of 
the population.  

• The specific type of treatment was not 
examined in the multivariate analysis 
and the factors that were adjusted for are 
not clear.   

Lorenz 
2010 (36) 

29 (12 recurrent 
MPGN, 17 non-
recurrent MPGN) 

Varying induction 
immunosuppression: and 
maintenance 
immunosuppression  
Patients with recurrent 
MPGN were treated with 
plasmapheresis 

3/4 patients that presented early with recurrent 
MPGN responded to plasmapheresis with 
improvement in graft function and blood pressure, 
but 2 required plasmapheresis once weekly 12 and 
13 months after transplant. One patient responded 
partially but then required dialysis 12 months after 
transplant, they recovered with stem cell transplant 
(multiple myeloma), another patient had 
progressive deterioration of graft function and graft 
loss at six months after transplantation.  

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear if 
all cases have a kidney biopsy at this 
single-center in USA and hence the 
participants may not be representative of 
the population.  

• No multivariate analysis and the factors 
that were adjusted for are not clear.   

Nasr 2011 
(37) 

66 26% (16/61) of patients 
received no treatment, 26% 
(16/61) received RAS 
blockade, 48% (29/61) 
received 
immunosuppressive 
therapy, with the majority 
receiving steroids, 
cyclophosphamide or 
MMF. Only 3 patients 
received rituximab therapy.  

The sixteen patients who did not receive therapy, 
one achieved complete remission, seven had 
persistent kidney disease and eight developed end-
stage kidney disease.  
In the sixteen patients who received RAS blockade 
alone, two achieved complete remission, two 
achieved partial remission, 11 had persistent kidney 
disease and four progressed to end-stage kidney 
disease.  
In the 29 patients that received immunosuppressive 
therapy, three achieved partial remission, 11 had 

• There were clear inclusion criteria, 56% 
of patients had biopsy outside of the 
treating center but were examined for 
second opinion at the treating center. 
Standard processes for kidney biopsy 
were undertaken. 

• Only a single center study, and unclear if 
all patients at this center received a 
kidney biopsy – might be some selection 
bias concerns and the generalizability of 
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persistent kidney disease and 15 reached end-stage 
kidney disease. 
Cox proportional regression found that predictors 
of reaching end-stage kidney disease did not 
included treatment.  

this study to the wider population is 
unclear.  

• Low attrition bias - 92% (61/66) had 
clinical data follow-up available to 
estimate a treatment response 

• Multi-variant analysis was undertaken 
Pozzi 2003 
(38) 

63 No treatment or varying 
immunosuppressive therapy 
depending on presence of 
multiple myeloma 
(vincristine-doxorubicin-
dexamethasone or 
vincristine-doxorubicin-
methylprednisolone 
chemotherapy and 
chemotherapy and 
plasmapheresis) 

57% of patients reached uremia (only 1/5 patient 
treated with chemotherapy and autologous stem 
cell transplant reached uremia), and kidney survival 
at six months was 67%, 62% at 1 year, 54% at two 
years, 40% at four years and 31% at eight years.  
Univariate analysis found that chemotherapy along 
with plasmapheresis (p=0.03) was associated with 
worse kidney outcome and survival (P=0.01), but 
this was not maintained in multivariate analysis.   

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear if 
all cases have a kidney biopsy in these 
centers and hence the participants may 
not be representative of the population.  

• There was limited examination of 
treatment in analysis and residual 
confounding may still be present.  

Ravindran 
2018 (39) 

36 (32 C3 GN, 4 
DDD)  

8% (3/36) conservative 
therapy, 44% (16/36) 
targeted monoclonal 
therapy, 47% received non-
targeted 
immunosuppressive therapy 

Conservative therapy all patients with kidney 
involvement - 1 had no response to therapy, one 
was lost to follow-up and one progressed to ESKD.  
Non-targeted treatment all patients had kidney 
involvement – 29% (5/17) achieved complete 
kidney response, and 12% (2/17) achieved partial 
kidney response, 41% (7/17) had no response, with 
18% (3/17) reaching ESKD, and three were lost to 
follow-up.  
Targeted treatment – 13% (2/16) achieved a 
complete hematologic response, 44% (7/16) 
achieved very good partial hematologic response, 
and 7% (1/16) achieved a partial hematologic 
response. 20% (1/5) achieved partial kidney 
response, 80% (4/5) had no response. Two patients 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear 
this single center in the USA is 
representative of the entire population  

• There was limited comparison of 
treatments and multivariate analysis 
wasn’t undertaken and hence 
confounding is likely to be present. 
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with smoldering multiple myeloma –one achieved 
partial kidney response and one had no response.  
Multiple myeloma (n=7) – 29% (2/7) achieved 
complete kidney response, 57% (4/7) had no 
response, 14% (1/7) had stable disease. one patient 
had type 2 cryoglobulinemia and had complete 
kidney response, one patient had chronic 
lymphocytic leukemia and had partial kidney 
response.  
There was no difference in kidney survival in 
patients who received monoclonal protein targeted 
therapy (n=16) those without (n=17) 

Sayed 2015 
(41) 

53 81% (43/53) patients were 
not on dialysis. 32 patients 
where on chemotherapy and 
21 patients were on 
dialysis. 16 received 
melphalan-conditioned 
autologous stem-cell 
transplant 

32 patients achieved different levels of clonal 
response (changes in dFLC values) to first-line 
therapy and/or autologous stem cell transplant.  
Patients treated with chemotherapy had a 
substantially better kidney survival (better eGFR) 
than patients who started chemotherapy having 
already reached CKD stage 4.  
Mean improvement in GFR of 6.1 ml/min per year 
from a baseline among 21 patients who achieved a 
hematologic complete response or very good partial 
response at six months compared with a mean GFR 
loss of 6.5 ml/min per year from among both those 
who achieved a hematologic partial response (n=4) 
or no hematological response (n=7; P=0.009) 

Risk of bias was assessed using Newcastle-
Ottawa scale (4)   
• This was a moderately well-conducted 

prospective observational cohort (5/9 
star rating), with clear inclusion criteria 
with valid objective methods to include 
patients. The study was only single-
center and may not represent the entire 
patient population, it is unclear if all 
patients were included in this cohort 
study  

• The treatment groups came from the 
same population, it is unlikely that staff 
that assessed outcomes (kidney and 
hematological response) were blinded 
the allocation of the patient’s therapy.  

• There was sufficient follow-up and low 
attrition bias in this study.  

• Confounding is likely - The patients and 
clinical characteristics were not 
controlled for in allocation to treatment 
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and multivariate analysis was not 
undertaken. 

Schober 
2017 (40) 

287 Only 7% received no 
treatment, 7% received 
hemodialysis. 24% received 
ACEi/ARB alone, 36% 
received 
immunosuppressive or 
ACEi/ARB. 15 patients 
were advised to rituximab 

60% (9/15) patients treated with rituximab - kidney 
outcomes - 11% were non-progressive, 56% were 
progressive and 33% reached ESKD. Longer time 
from biopsy to rituximab dose (30 vs. 4.5 months, p 
= 0.05), higher average SCr at the time of rituximab 
treatment (3.22 vs. 2.27 mg/dl, p = 0.38), and the 
initial biopsy revealed a higher percentage of 
sclerosis (49 vs. 22%, p =0.02) were associated 
with poorer outcomes. 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear 
this single-center in the USA is 
representative of the entire population  

• Limited comparisons across treatment 
and multivariate analysis not undertaken 
and hence confounding is likely to be 
present. 

• Other treatment effects are not examined 
and compared to rituximab treatment 
outcomes.  

Strati 2015 
(42) 

49; 10 with MPGN Five treated with rituximab, 
cyclophosphamide and 
prednisone-based regimen. 
Three treated with received 
a rituximab-based regimen 
with or without steroids  
All patients received 
supportive therapy  

100% (5/5) patients treated with rituximab 
regimens achieved complete remission of chronic 
lymphocytic leukemia and improvement in kidney 
function, with a median response duration of 32 
(range 13-75) months. 
In patients with rituximab with or without steroids 
had an improvement, one had improvement in 
kidney function, two patients had no improvement 
in kidney function.  

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. However, the focus of the study 
was not just patients with MPGN. 

• Selection bias concerns – It is unclear if 
this single center in the USA is 
representative of the entire population  

• Limited comparisons of treatment and 
multivariate analysis not undertaken and 
hence confounding is likely to be 
present. 

Vignon 
2017 (43) 

19 In the a-HCDD group, four 
patients received 
chemotherapy based on 
bortezomib and 
dexamethasone (n=2), or 

Four HCDD patients received chemotherapy, two 
achieved very good partial response and had 
sustained major kidney response for more than two 
years. The other 2/4 progressed to ESKD after three 
and five years of follow-up.  

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear if 
all cases have a kidney biopsy in these 
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melphalan and 
dexamethasone (n=2). 
In patients with monoclonal 
IgA deposits, all patients 
received symptomatic 
measures including RAS 
blockade. Four of these 
patients did not require 
further treatment. First line 
immunosuppression was 
given to six patients, 
including (i) oral steroids 
(n=3) or (ii) oral steroids 
cyclophosphamide (0.6 
g/m2 i.v. bimonthly, n=3). 
Six patients received 
chemotherapy based on 
antimyeloma agents 

In patients with monoclonal IgA deposits, four 
patients did not receive further treatment than RAS 
blockade. One progressed to ESKD, whereas the 
others had stable kidney parameters after a median 
follow-up of 18 month. In patients that received 
immunosuppressive therapy, hematological 
response was not available and the kidney response 
was inconsistent, one patient (17%) reaching major 
kidney response but relapsing after two years. 
Three patients (50%) had stable kidney parameters 
after 12 months follow-up, 2 (40%) reached ESKD 
after two and four years respectively. Rituximab as 
second line therapy did not achieve any significant 
effect on proteinuria and kidney function. In 
patients that received chemotherapy, 67% (4/6) 
Patients achieved hematological response:  
complete response (n=1) or very good partial 
response (n=3), which was invariably followed by 
improvement in kidney parameters and general 
symptoms. 

centers and hence the participants may 
not be representative of the population.  

• The type of therapy used was not 
compared and no multivariate analysis 
and hence potential confounders are 
likely to be evident.    

Zand 2013 
(44) 

41, data on 10 
patient’s treatment 
provided  

Varying treatment: data 
available for ten patients 

In the four patients that received conservative 
therapy, one reached ESKD and received a kidney 
transplant, C3GN reoccurred after eight months, 
two patients had stable kidney function and one had 
progressive kidney disease.  
In the four patients that received steroids and 
immunosuppressive therapy, three had 
improvement in kidney function and a minimal 
increase in fibrosis, while one reached ESKD and 
extensive global sclerosis.  
Dexamethasone and bortezomib treatment – kidney 
function remained stable after 13 months with 
improvement in hematuria and proteinuria 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear if 
all cases have a kidney biopsy in this 
center, only 24% (10/41) received 
therapy and hence the participants may 
not be representative of the population.  

• The type of therapy used was not 
compared and no multivariate analysis 
undertaken, potential confounding 
occurring.    
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Rituximab therapy – improvement in kidney 
function  

Zand 2014 
(45) 

21, 14 developed 
recurrent C3GN 

Ten patients did not receive 
treatment with recurrent 
disease. Three patients with 
rituximab. One patient 
received plasmapheresis 
with a high dose prednisone 
and stem cell 
transplantation 

One of three patients treated with rituximab had 
improvement in kidney function, two of three 
patients had no response leading to graft loss. One 
patient underwent plasmapheresis and a higher 
dose of prednisone for treatment of recurrence of 
disease but had no response leading to graft loss. 
One patient received plasmapheresis and higher 
dose prednisone and eventually stem cell 
transplantation and graft survived. 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear if 
all cases have a kidney biopsy in this 
center and hence the participants may 
not be representative of the population.  

• The type of therapy used was not 
compared and no multivariate analysis 
and hence potential confounders are 
likely to be evident.    

Zand 2015 
(46) 

145 (87 LCDD,29 
MCN, 13 LCDD + 
MCN) 

All patients in the myeloma 
cast nephropathy (MCN) 
alone or LCDD and MCN) 
were treated with 
chemotherapy. 5/87 (11%) 
in the LCDD group did not 
receive chemotherapy. 33% 
received autologous stem 
cell transplant with or 
without prior 
chemotherapy.  

Kidney outcomes were not different in the MCN, 
LCDD and LCDD +MCN groups.  
MCN with advanced kidney failure – 38% (11/17) 
no improvement in kidney function, 21% (6/17) 
showed improvement in kidney function – one 
complete remission 
LCDD with advanced kidney failure – only data 
available for 93% (42/45) patients –those on 
dialysis 62% (8/13) remained on dialysis, three had 
improvement. No on dialysis (17%) had worsening 
kidney function or progressed to ESKD, 57% had 
stable or improving kidney function.  
LCDD + MCN – 86% (6/7) remained on dialysis 
and one patient recovered. In patients not on 
dialysis, 175 (1/6) progressed to ESKD, the 
remaining (83%) had stable kidney function.  
Plasmapheresis was a predictor of kidney survival 
in multivariate analysis 

• There were clear inclusion criteria, with 
valid methods for identification of the 
disease. 

• Selection bias concerns – It is unclear if 
all cases have a kidney biopsy in this 
center and hence the participants may 
not be representative of the population.  

• The focus of this study was the 
comparison between underlying 
pathogenesis of disease not treatment 
hence not all therapies were compared, 
the selection of participants to therapies 
is unclear and hence residual 
confounding may be evident.  
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Abbreviations: ESKD – end-stage kidney disease, FGN – fibrillary GN; GN – glomerulonephritis, HCD – heavy chain deposits, HCDD – heavy chain deposition 
disease, HCV – hepatitis C virus, ITGN – immunotactoid GN, LCD – light chain deposits, LCDD – light chain deposition disease, MPGN = membranoproliferative 
GN, MCN – myeloma cast nephropathy, RAS – renin-angiotensin system 
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DATA SUPPLEMENT

Appendix A. Search strategies
Table S1. Search strategies for systematic review topics
Search dates: May 2018; updated search July 7, 2022; updated search April 25, 2023.
The updated searches conducted in 2023 included both lupus nephritis and ANCA and combined all 
subtopics (antimalarials, immunosuppressive treatments of both proliferative and non-proliferative 
lupus nephritis)

Database Search strategy
PubMed (wegener* OR systemic vasculitis OR ((renal OR kidney*) AND 

vasculitis) OR rapidly progressive glomeruloneph* OR (glomerular* AND 
necrosis) OR (glomerular* AND crescent*) OR anti-neutrophil 
cytoplasmic antibod* OR antineutrophil cytoplasmic antibod* OR (anca 
AND vasculitis) OR lupus nephritis OR "lupus glomerulonephritis" OR 
"Lupus Nephritis"[Mesh])
AND
("Random Allocation"[Mesh] OR "Clinical Trial" [Publication Type] OR 
"Double-Blind Method"[Mesh] OR "Single-Blind Method"[Mesh] OR 
random* OR "Placebos"[Mesh] OR placebo OR ((clinical OR controlled) 
AND trial*) OR ((singl* OR doubl* OR trebl* OR tripl*) AND (blind* 
OR mask*)) OR rct OR crossover OR cross-over OR cross-over OR 
"treatment switching" OR "Treatment Switching"[Mesh] OR RCT OR 
"Randomized Controlled Trial" [Publication Type])

Embase #1 'vasculitis'/exp OR 'vasculitis' 
#2 renal OR kidney* 
#3 #1 AND #2
#4 'rapidly progressive glomerulonephritis' 
#5 glomerular AND necrosis 
#6 glomerular* AND crescent* 
#7 cytoplasmic AND antibod* 
#8 antineutrophil OR 'anti neutrophil' 
#9 #7 AND #8 
#10 'anca associated vasculitis' 
#11 'wegener granulomatosis' 
#12 granulomatosis AND polyangiitis 
#13 systemic 
#14 #1 AND #13 
#15 wegener* 
#16 #3 OR #4 OR #5 OR #6 OR #9 OR #10 OR #11 OR #12 OR #14 

OR #15
#17 'lupus erythematosus nephritis' 
#18 'lupus nephritis' 
#19 'lupus glomerulonephritis' 
#20 #16 OR #17 OR #18 OR #19 
#21 'randomized controlled trial' 
#22 'crossover procedure' 
#23 'double blind procedure' 
#24 'double-blind procedure' 
#25 'single blind procedure' 
#26 'single-blind procedure' 
#27 random* 
#28 factorial* 
#29 crossover OR 'cross over' 
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#30 'placebo' 
#31 single* AND blind* 
#32 double* AND blind* 
#33 assign* 
#34 allocat* 
#35 allocat* 
#36 'volunteer' 
#37 #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR 

#29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 
#38 #20 AND #37 
#39 #20 AND #37 AND ([article]/lim OR [article in press]/lim) AND 

[2020-2022]/py
Cochrane CENTRAL #1 (wegener*):ti,ab,kw OR (systemic vasculitis):ti,ab,kw OR ((renal or 

kidney*) and vasculitis):ti,ab,kw OR (rapidly progressing 
glomeruloneph*):ti,ab,kw OR ("glomerular" and (necrosis or 
crescent*)):ti,ab,kw (Word variations have been searched)

#2 ((anti-neutrophil or antineutrophil) and cytoplasmic 
antibod*):ti,ab,kw OR (ANCA associated vasculitis):ti,ab,kw OR 
(ANCA-associated vasculitis):ti,ab,kw OR (lupus nephritis OR lupus 
glomerulonephritis):ti,ab,kw (Word variations have been searched)

#3 #1 OR #2 with Cochrane Library publication date from Jan 2020 to 
present, in Cochrane Reviews, Trials



2

#30 'placebo' 
#31 single* AND blind* 
#32 double* AND blind* 
#33 assign* 
#34 allocat* 
#35 allocat* 
#36 'volunteer' 
#37 #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR 

#29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 
#38 #20 AND #37 
#39 #20 AND #37 AND ([article]/lim OR [article in press]/lim) AND 

[2020-2022]/py
Cochrane CENTRAL #1 (wegener*):ti,ab,kw OR (systemic vasculitis):ti,ab,kw OR ((renal or 

kidney*) and vasculitis):ti,ab,kw OR (rapidly progressing 
glomeruloneph*):ti,ab,kw OR ("glomerular" and (necrosis or 
crescent*)):ti,ab,kw (Word variations have been searched)

#2 ((anti-neutrophil or antineutrophil) and cytoplasmic 
antibod*):ti,ab,kw OR (ANCA associated vasculitis):ti,ab,kw OR 
(ANCA-associated vasculitis):ti,ab,kw OR (lupus nephritis OR lupus 
glomerulonephritis):ti,ab,kw (Word variations have been searched)

#3 #1 OR #2 with Cochrane Library publication date from Jan 2020 to 
present, in Cochrane Reviews, Trials
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Table S3. Adapted systematic review reporting standards checklist - IOM standards for systematic 
reviews (2)
Appropriate IOM systematic 
review standards*

Addressed in 2020 KDIGO diabetes in CKD guideline

Methods
Include a research protocol 
with appropriate eligibility 
criteria (PICO format)

See Table 4 clinical question and systematic review topics in 
PICO format 

Include a search strategy See Appendix A
Include a study selection and 
data extraction process 

See guideline development process see Methods for Guideline 
Development – Literature searching and article selection, data 
extraction

Methods on critical appraisal See Methods for Guideline Development – Critical appraisal of 
studies

Methods of synthesize of the 
evidence 

See Methods for Guideline Development – Evidence synthesis and 
meta-analysis 

Results 
Study selection processes See Methods for Guideline Development – Figure MC1 – Search 

yield and study flow diagram
Appraisal of individual studies 
quality

The summary of findings tables in Appendix C & D provide an 
assessment of risk of bias for all studies in a comparison between 
intervention and comparator.

Meta-analysis results See Appendix C & D for summary of findings tables for meta-
analysis results for all critical and important outcomes

Table and figures See Appendix C & D for summary of findings tables 

References 
1. Institute of Medicine Committee on Standards for Developing Trustworthy Clinical Practice Guidelines. Clinical practice
guidelines we can trust. Graham R, Mancher M, editors. National Academies Press Washington, DC; 2011.
2. Institute of Medicine Committee on Standards for Systematic Reviews of Comparative Effectiveness R. In: Eden J, Levit L, 
Berg A, Morton S, editors. Finding What Works in Health Care: Standards for Systematic Reviews. Washington (DC): National 
Academies Press (US) Copyright 2011 by the National Academy of Sciences. All rights reserved; 2011.
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Appendix C. Data supplement - Summary of findings (SoF) tables cited in the guideline text

Table S4.
Population: Patients with ANCA-associated vasculitis and mild-to-moderate CKD
Intervention: Rituximab
Comparator: Cyclophosphamide

Outcome
Timeframe

Study results and 
measurements

Absolute effect estimates Certainty of the 
evidence

(Quality of 
evidence)

Plain text summaryCyclophosph
amide Rituximab

All-cause 
mortality
6 months

Relative risk: 1.0
(95% CI: 0.21 - 4.7)
Based on data from 

241 patients in 2 
studies1

Follow up 21 months
(mean)

28
per 1000

28
per 1000 Very Low

Due to serious risk 
of bias, Due to very 
serious imprecision2

We are uncertain 
whether rituximab 

increases or decreases 
all-cause mortality at 

6 months

Difference: 0 fewer per 
1000

(95% CI: 22 fewer - 104
more)

End-stage 
kidney disease

(95% CI: - ) No studies were found 
that looked at end-

stage kidney diseaseDifference:

≥50% loss of 
GFR

(95% CI: - ) No studies were found 
that looked at ≥50% 

loss of GFRDifference: 

Infection3

Relative risk: 0.89
(95% CI: 0.42 - 1.92)
Based on data from 

241 patients in 2 
studies4

Follow up 21 months
(mean)

92
per 1000

82
per 1000

Moderate
Due to serious 
imprecision5

Rituximab probably 
made little or no 

difference on infection
Difference: 10 fewer per 

1000
(95% CI: 53 fewer - 85

more)

Malignancy (95% CI: - ) No studies were found 
that looked at 
malignancyDifference:

Complete 
remission
6 months

Relative risk: 1.02
(95% CI: 0.79 - 1.32)
Based on data from 

236 patients in 2 
studies6

Follow up 21 months
(mean)

661
per 1000

674
per 1000

Moderate
Due to serious 
imprecision7

Rituximab probably 
has little or no 
difference on 

complete remission at 
6 months

Difference: 13 more per 
1000

(95% CI: 139 fewer - 212 
more)

Complete 
remission -
PR3-ANCA

6 months

Relative risk: 1.01
(95% CI: 0.77 - 1.33)
Based on data from 

114 patients in 1 
study8

Follow up 6 months

646
per 1000

652
per 1000 Low

Due to very serious 
imprecision9

Rituximab may have 
had little or no 
difference on 

complete remission in 
PR3-ANCA at 6 

months

Difference: 6 more per 1000
(95% CI: 149 fewer - 213 

more)
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Outcome
Timeframe

Study results and 
measurements

Absolute effect estimates Certainty of the 
evidence

(Quality of 
evidence)

Plain text summaryCyclophosph
amide Rituximab

Complete 
remission -

MPO-ANCA
6 months

Relative risk: 0.95
(95% CI: 0.65 - 1.39)
Based on data from 

114 patients in 1 
study10

Follow up 6 months

636
per 1000

604
per 1000

Low
Due to very serious 

imprecision11

Rituximab may have 
had little or no 
difference on 

complete remission in 
MPO-ANCA at 6 

months

Difference: 32 fewer per 
1000

(95% CI: 223 fewer - 248 
more)

Relapse
1-6 months

Relative risk: 0.63
(95% CI: 0.35 - 1.14)
Based on data from 

187 patients in 1 
study12

Follow up 18 months

242
per 1000

152
per 1000

Moderate
Due to serious 
imprecision13

Rituximab probably 
has little or no 

difference on relapse 
from 1-6 months

Difference: 90 fewer per 
1000

(95% CI: 157 fewer - 34
more)

Sustained 
remission
12 months

Relative risk: 0.93
(95% CI: 0.66 - 1.3)

Based on data from 44 
patients in 1 study14

Follow up 24 months

818
per 1000

761
per 1000

Low
Due to very serious 

imprecision15

Rituximab may have 
little or no difference 

on sustained remission
at 12 months

Difference: 57 fewer per 
1000

(95% CI: 278 fewer - 245 
more)

Serious adverse 
events

Relative risk: 0.98
(95% CI: 0.89 - 1.09)
Based on data from 

242 patients in 2 
studies16

Follow up 21 months
(mean)

818
per 1000

802
per 1000

Moderate
Due to serious risk 

of bias17

Rituximab probably 
has little or no 

difference on serious
adverse events

Difference: 16 fewer per 
1000

(95% CI: 90 fewer - 74
more)

Annual GFR 
loss

Measured by:
Scale: - Lower better No studies were found 

that looked at annual 
GFR lossDifference: 

1. Systematic review [448] with included studies: [427], [413] Baseline/comparator: Control arm of reference used for
intervention.

2. Risk of bias: Serious. Unclear of outcome assessors, resulting in potential for detection bias in RAVE 2010; Imprecision:
Very Serious. Wide confidence intervals, due to few events.

3. Serious infection
4. Systematic review [448] with included studies: [413], [427] Baseline/comparator: Control arm of reference used for

intervention. 
5. Imprecision: Serious. 
6. Systematic review [448] with included studies: [413], [427] Baseline/comparator: Control arm of reference used for

intervention. 
7. Imprecision: Serious. Low number of patients.
8. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
9. Imprecision: Very Serious. Low number of patients, only data from one study, Wide confidence intervals.
10. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
11. Imprecision: Very Serious. Low number of patients, Wide confidence intervals, only data from one study.
12. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
13. Imprecision: Serious. Low number of patients, only data from one study.
14. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.
15. Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals.
16. Systematic review [448] with included studies: [427], [413] Baseline/comparator: Control arm of reference used for

intervention. 
17. Risk of bias: Serious. Unclear of outcome assessors, resulting in potential for detection bias in RAVE 2010.
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