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Abstract

The variability in the pathogenesis, clinical presentation and outcome of membranous nephropathy
(MN) poses major clinical challenges and raises different questions, both regarding diagnostics and
treatment of patients with MN. The aims of this thesis were therefore to examine: 1) differences in
the glomerular expression of different IgG subclasses and phospholipase A2 receptor (PLA,R)
between patients with idiopathic and malignancy-associated MN; 2) treatment pattern of patients
with idiopathic MN; and 3) if the serum PLA;R antibody level at diagnosis can be used as a
prognostic marker.

We found that absence of glomerular [gG4 and PLAR indicates malignancy-associated MN. 1gG2
was present in a large number of patients of both groups, and could not be used as an indicator of an
underlying malignancy. Moreover, in our material we found no evidence for an IgG subclass switch
during the disease process, as IgG1 and IgG3 were present in a low number of patients.

When investigating the treatment pattern of patients with idiopathic MN, we found that a majority
of the patients (75%), had reached remission at the study end. 10% had developed end-stage renal
disease, a fairly high number, given that 51% of the patients received immunosuppressive therapy at
some point, and that 88% of the patients received supportive treatment with ACEIs and/or ARBs.
The specific treatment varied, and there was a tendency to start treatment at an early point (21% of
the patients) instead of awaiting a spontaneous remission. Not recommended therapy was used in a
high proportion of these cases (47%).

In a retrospective cohort of patients with saved blood samples from the time of renal biopsy, we
found a significant correlation between a high serum PLA,R antibody level at presentation, and a
less favorable clinical outcome. Patients with higher autoantibody levels were more exposed to
immunosuppressive therapy, but still there were less cases of complete remission among these
patients.

We conclude that absence of glomerular IgG4 and PLAR should raise the question of an
underlying malignancy in a patient with MN. Moreover, the serum PLAR antibody level at
presentation seems to be the prognostic marker urged for, in the decision of whom and when to treat
with immunosuppressive therapy.
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