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INTRODUCTION
Membraneous nephropathy(MGN) is among the most common causes 
of the nephrotic syndrome in non diabetic population adults, 
accounting for upto one third of biopsied cases of nephrotic syndrome. 
The term MGN reects the primary histologic change noted on light 
microscopy: Glomerular Basement Membrane(GBM) thickening with 
little or no cellular proliferation. MGN is the most often 
primary(idiopathic), although it has been associated with hepatitis B 
antigenemia, hepatitis C, syphilis, autoimmune diseases like SLE, 
thyroiditis, malignancies(particularly carcinoma of prostate, lung, 
breast, bladder or GIT malignancies) and use of certain drugs such as 
NSAIDs, gold, penicillamine, captopril. Certain antigens like 
PLA2(Phospholipase A2); Thrombospondin type 1 domain containing 
7A; NELL 1(Neural Epidermal Growth Factor like 1); Semaphorin 3B, 
Protocadherin 7 and Neutral Endopeptidase are implicated in 
pathophysiology of MGN.

CASE DESCRIPTION
33 years old female patient not a known case of any major medical 
illness came to SSG hospital with complaints of bilateral pedal edema 
since 15 days which is pitting type, upto knee joint, insidious in onset 
and gradually progressive from below upwards; facial pufness since 
10 days which was more in morning hours; frothy urine since 10 days . 

There was no complaint of nausea/vomiting, decreased urinary output, 
Gross hematuria, burning micturition, recent history of fever, rash, 
abdominal pain, breathlessness, chest pain, orthopnea or paroxysmal 
nocturnal dyspnea. 

Patient's vitals were: blood pressure 110/80 mmhg; pulse rate 92/min; 
respiratory rate 14/min; SpO2 98% on RA and rest systemic 
examination being normal.

INVESTIGATIONS
On further investigating the patient, CBC, RFT, LFT were normal; 
Urine routine micro suggestive of +4 proteinuria and occasional 
RBC/hpf; UACR suggestive of Nephrotic range proteinuria of 8809.8 
mg/gm of creatinine ; lipid prole suggestive of hypercho-
lesterolemia(Total Cholesterol 352 mg/dl, LDL cholesterol 254.4 
mg/dl); hiv, hbsag, hcv were negative, S. albumin was 2.7g/dl; ESR 
5/min; CRP negative; ASO negative; Thyroid Prole was normal; C3 
C4 levels normal ANA prole was negative USG abdo+kub s/o 
bilaterally normal sized kidney with CMD preserved; HRCT Thorax 
and CECT Abdomen+Pelvis showed no malignancy.Considering 
Adult onset nephrotic syndrome Renal Biopsy was done. Renal biopsy 
report was suggestive of NELL 1 Ab positive MGN.

TREATMENT
Considering Adult onset Nephrotic Syndrome, patient was started on 
Injectable Methylprednisolone for 3 days followed by Tablet 
Prednisolone 1mg/kg. After biopsy report came, considering low risk 
of progression of MGN, patient was discharged on tapering dose of 
prednisolone, enalapril, atorvastatin.

RESULT
Patient improved and pedal edema and facial pufness were resolved 

on routine followup. Patient's kidney function is normal; CBC is 
normal and UACR decreased signicantly(from 8809.2 mg/g to 3606 
mg/g of creatinine) on follow up.

CONCLUSIONS
NELL 1 may be the antigen responsible in approximately 16 percent of 
cases of PLA2R negative Primary MGN. Both mass spectrometry data 
and limited characterization of circulating NELL 1 Ab suggested that 
the predominant IgG subclass in this disease may be IgG1 rather than 
IgG4. One study revealed that upto one third of patients with NELL 1 
associated MGN have a higher risk of malignancy. Cases of NELL 1 
associated MGN following LIpoic acid supplementation has also been 
described. In such individuals, discontinuation of lipoic acid lead to 
remission of disease with no requirement of immunosuppressioin.

General supportive measures in all patients with MGN include dietary 
sodium restriction, BP control, minimization of proteinuria with 
RAAS inhibition, treatment of dyslipidemia, in selected patients 
anticoagulation.

In Primary MGN, regardless of PLA2 AB status, consider the patients 
at high risk of progression if any 2 of following features present: S. Cr 
>1.5 mg/dl; progressive decline in renal function; severe disabling life 
threatening nephrotic syndrome(S albumin <2.5 g/dl and refractory 
edema and thromboembolic event). In such patients initial therapy 
with immunosuppressive therapy is recommended. In other patients, 
only general mesures recommended and monitoring for signs of 
progression of disease is recommended. After 3 to 6 months of 
observation period, again stratication of patients based on temporal 
trends of clinical parameters and serological parameters done:
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In patients with low risk of progression only general measures are 
required and in those with moderate/high risk of progression 
immunosuppression is required.
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