OBSERVATIONAL STUDY COMPARING RITUXIMAB AND TACROLIMUS IN
TREATMENT OF IDIOPATHIC MEMBRANOUS NEPHROPATHY

Dr Aneesh Nanda (Consultant)
Department of Nephrology
Accord Superspeciality hospital, Faridabad

ABSTRACT:

BACKGROUND: Primary membranous nephropathy is one of the commonest causes of adult-
onset nephrotic syndrome and also a common glomerular cause of End-Stage Renal Disease
(ESRD). It is a B-cell mediated disease and rituximab, an anti CD2o monoclonal Ab has emerged
as a promising treatment option. Current treatment options include corticosteroids, alkylating
agents and calcineurin inhibitors(CNIs). CNIs are an effective and preferred treatment for
membranous nephropathy in the United States and Canada. However, these agents are associated
with a high incidence of relapse after discontinuation. So the study was designed to compare the
efficacy of rituximab with tacrolimus.

AIM: The study was conducted to compare the safety and efficacy of intravenous rituximab with
tacrolimus in the management of idiopathic membranous nephropathy.

METHODS: Since February 2021, 18 patients with biopsy-proven primary MN were given 4
weekly doses of rituximab (375 mg/m?). Administration of 100 mg i.e. methylprednisolone before
the first dose was done. A different baseline test was performed like 24-hour urine protein, serum
creatinine, albumin and lipid profile after the 6th and 12th months. Patients who completed 12
months of follow-up were compared to 18 patients with primary MN treated with tacrolimus. The
primary outcome of this study was a cumulative number of patients who experienced both partial
or complete remission(PR/CR). The secondary outcome was a change in 24-hour urine protein,
serum albumin, eGFR and adverse effects. The definition of PR/CR, relapse, treatment failure and
inclusion criteria was followed according to KDIGO guidelines. Exclusion criteria were: patients
with active infection/TB, DM, HBV/HCV/HIV, neoplasia, pregnancy, membranous lupus
nephritis, previous therapy with prednisolone, MMF, CNIs within 4 months and alkylating agents

within 6 months.




RESULTS: At 12th month 9 of 18 patients (50 %) achieved primary endpoint (complete remission
2 and partial remission 7) in rituximab group and 12 of 18 patients (66.6 %) (complete remission
4 and partial remission 8) in tacrolimus group (p=0.31). In the 12th month, 24-hour urine protein
was reduced from 6.96 to 1.37(p=0.14) in the rituximab group and 6.8 to 1.1 (p=0.1) in the
tacrolimus group. In the end, when comparing both groups, there was no significant difference in
change in 24-hour urine protein, serum albumin or eGFR. In the tacrolimus group, a serious
adverse event occurred in 3 patients, whereas it was 2 in the rituximab group.

CONCLUSIONS: In conclusion, tacrolimus appears to be effective in achieving CR/PR of
proteinuria in 66.6%, but there was no significant change in GFR. When we compared it with
rituximab, there was no significant difference in remission rate, proteinuria reduction or GFR

changes.
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ABOUT RESEARCH TOPIC:

Membranous glomerulonephritis (MGN) is one of the commonest causes of adult-onset nephrotic
syndrome and a common glomerular cause of end-stage renal disease. It is B cell-mediated disease
and 1gG4 antibodies are found against podocyte antigens.

In our membranous registry, a large proportion of patients are of the younger age group. So we
need a newer treatment regimen with a better side effect profile. Of the newer agents being
explored for IMN, rituximab has emerged as the most likely candidate to be incorporated into
treatment guidelines. Most of the reported experiences with rituximab are from uncontrolled pilot
trials or case series. Till now RCT comparing rituximab and tacrolimus is not available. So we
have designed this open-label RCT to compare the safety and efficacy of intravenous rituximab

with tacrolimus in the management of primary membranous nephropathy.
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