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idiopathic membranous 
nephropathy

✤ some people just get better!

✤ others don't and in those (and some of the former) it 
can cause major morbidity!

✤ ESRD!

✤ thromboembolic events









Real live nephrology clinical practice 
guidelines with a 1B recommendation and 
a smattering of 2B recs!

this is not your father’s nephrology!



✤ the pain point in membranous nephropathy is that 
some patients have a really benign course and others a 
horrible one and we want to focus our treatment only 
on the later.



“Current therapy is not individualized 
according to disease severity or disease 
activity parameters during treatment. A 
complicating factor is the slow response; 
remissions can occur 12–18 months after 
completion of the treatment regimen”!

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels



“PLA2R-abs are present in about 70% of 
patients with iMN”

“The aim of this study was to determine 
whether the measurement of PLA2R-ab at 
start and end of therapy is useful in pre-
dicting the outcome after immunosuppres-
sive therapy.”

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels



study population

✤ biopsy proved iMN!

✤ 1997-2005!

✤ Cr > 1.5 or severe nephrotic syndrome were treated at this 
center.!

✤ Oral steroids plus:!

✤ 1997-2002: oral cyclophosphamide for 12 months!

✤ 2002-2005 MMF 1000 bid for 12 months



✤ they had frozen serum samples and they thawed all 
they had and used an in-house ELISA assay for 
PLA2R-ab!

✤ Titers over 40  U/ml were considered positive



✤ Complete remission:!

✤ proteinuria < 0.2 g/d and !

✤ stable renal function!

✤ Partial remission!

✤ proteinuria < 3.5 g/d and !

✤ More than a 50% reduction 
in proteinruia !

✤ stable renal function!

✤ Achieving remission is by 
reaching complete of partial 
remission!

✤ Relapse!

✤ proteinuria > 3.5 g/d and !

✤ More than a 50% increase in 
proteinruia from the lowest 
point reached in remission



48 patients

22 MMF 26 cyclophosphamide

34 anti-PLA2R + 14 anti-PLA2R –

9 were recurring from a previous remission
4 had previously been treated

39 were new diagnosis



34 anti-PLA2R + 14 anti-PLA2R –
baseline characteristics were indistinguishable 

had the same response to treatment

7 achieved 
persistent 
remission

14 achieved 
persistent 
remission





The PLA2R-ab levels at start of therapy did 
not predict the initial response or the final 
outcome

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels



48 patients

33 anti-PLA2R +  
(lost one due to lack of titers at the end of 
treatment)

25 developed a partial remission by 
the end of treatment at 12 months



33 anti-PLA2R + 

6 CR 8 PR

12 relapsed

4 persistant 
proteinuria

3 died



Among the patients that were PLA2R-ab + at 
start of therapy the antibody status at the 
end of treatment did predict long term 
outcome.

PLA2R –!
24

PLA2R +!
9
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Long-term outcome in patients who became 
PLA2R-ab negative was independent of the 
type of immunosuppressive agent used.

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels





Our data suggest that measurement of 
PLA2R-abs at the end of immunosuppressive 
therapy in PLA2R-ab–positive patients 
predicts the subsequent course during 
prolonged follow-up.

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels



Cyclophosphamide versus MMF

*The denominators change because not everyone had serum for testing at 2 and 4 months.



This study also suggests that antibodies disappeared 
more often in patients treated with CP than in 
patients treated with MMF. These observations are 
compatible with previously reported study results: 
MMF induced clinical remission in iMN, but there 
were more patients with a primary nonresponse and 
more patients with a relapse soon after the end of 
therapy.!

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels



antibody levels decreasing during therapy preceded 
the reduction of proteinuria, as was found in two 
earlier studies (16,17). Determination of antibodies 
during therapy could therefore be of additional value 
in predicting response to therapy at an earlier stage.

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels



The results should be confirmed in larger datasets 
and in different subsets of patients. If our findings are 
reproduced, then measurement of PLA2R-abs may 
allow individualized therapy, a strategy that is 
potentially safer and more cost-effective than current 
practice.

–Anneke P. Bech, Julia M. Hofstra, Paul E. Brenchley, and Jack 
F.M. Wetzels



Study size
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