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Membranous glomerulonephritis- A case report
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Abstract

Membranous glomerulonephritisisamajor cause of nephrotic syndromeand chronic renal insufficiency in

adultswithamal e preponderance. This case hasbeen reported asitisrarely encounteredin our clinical practice

anditsnatural course of progression isunpredi ctable despiteimmunosuppressivetherapies. Ma e gender, older

age, hypertension and persi stent protei nuriaare associ ated with worse prognos's.

K eywor ds. Membranousglomerulonephritis, therapies, prognoss.

Introduction

Membranousglomerulonephritis(M GN) accounts
for gpproximately 30% of casesof nephrotic syndrome
inadults, with apeak incidence between the ages of
30-50yearsandamaetofemaeratioof 2:1.1 It may
be idiopathic in the majority or secondary to
malignancy (solid tumorsof the breast, lung, colon),
infection (hepatitis B, malaria, schistosomiasis), or
rheumeatol ogic disorderslikelupusor rarely rheumatoid
arthritisin 25-30% of cases.*?

Theconditionischaracterized by an accumulation
of immune deposits on the outer aspect of the
glomerular basement membrane, but thetarget antigens
have not been identified. Magjor contributionsto our
current understanding of the disease come from
Heymann’s nephritis, arat model of membranous
glomerulonephritis?

Eighty percent of patientswith MGN present with
nephrotic syndrome and nonsel ective proteinuria.
Microscopic hematuria is seen in up to 50% of
patients.! Spontaneous remissions occur in 20-33%
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of patientsand often occur lateinthe courseafter years
of nephrotic syndrome.* One-third of patientscontinue
to have relapsing nephrotic syndrome but maintain
normd rena function, and gpproximately another third
of patients develop renal failure or die from the
complicationsof nephrotic syndrome. MGN hasthe
highest reported incidencesof rena veinthrombos's,
pulmonary embolism and deep veinthrombosis.!

Casereport

A 22 year old male (1.PNo 9694) was admitted
inCMS-T.H. on 10" Nov,09 with chief complaint of
generaized swelling of thebody for 6 months. Hefirst
noticed it during hisstay in Maaysafor 1 year where
hewasinvestigated and sent back to Nepal for further
treatment. Hewaseva uated in detail along with rena
biopsy in Kathmandu and started on steroidsand pulse
methyl predni solone therapy. During the course of
treatment, he had few episodes of exacerbation of
shortness of breath with hemoptysis which was
attributed toleft ventricul ar failure. Investigations of
sputum for AFB on repeated sampleswere negative
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and chest x-ray wasn't conclusiveeither. During his
recent admissionin hospital, hedevel oped unilateral,
tender swelling of theleft lower limbwhichwasproven
to be Deep Vein Thrombosis on Colour Doppler
involving left commoniliac, external iliac, common
femord, superficia femora and poplited veinincduding
proximal segment of great saphenousvein. Hewas
treated withlow molecular weight heparinand warfarin.
During the course of treatment, hisleft leg swelling
gradually subsided. One month back, he devel oped
acuteright sided chest pain with shortness of breath
whichwasclinically thought to be dueto pulmonary
embolism. Hewas managed with anticoagulantsand
improved. Heison regular follow-up withwarfarin,

Kidney biopsy on microscopic evaluation reveals:

low dose of prednisoloneand ACE inhibitor. He has
completed 6 cycles of pulse cyclophosphamide
therapy. On assessment, hisvitalsare stable. Hehas
cushingoid face and acneiform facial eruptions
(secondary to steroids) with BM1=18. He hasmild
pedd edemaand asciteswithout featuresof heart faillure
andispassing adequate urine. Beforeinitiating therapy,
he had deranged renal function tests, dyslipidemia
(raised LDL,TGs and cholesterol), hematuria and
proteinuria (++++), (6gmsin 24 hoursurine) along
with granular castsin urine R/E. ANA was negative.
USG abdomen showed normal sizekidneyswithloss
of corticomedullary differentiation suggestiveof medicd
renal disease-Gr 11 and astites.

Glomeruli

Tubules

Interditium Blood vessals

Totd: 9

Cdlularity: normd, Oneglomeruluspartidly
sclerosed, absence of crescents,

celular proliferation, deposits,
polymorphsand mild basement
membranethickening

Casts absent

Inflammationabsent  Thickening absent

On immunofluorescence assay, 1gG(positive,
peripheral, coarse granular), IgA(no glomerular
depositsseen), IgM( no glomerular depositsseen) and
C-3(positive, peripheral, coarsegranular). IgA and
IgM shows autofluorescence in tubular casts. C3
shows autofluorescencein blood vessels. Negative
control slide does not show any fluorescence. Final
diagnosis was suggestive of Membranous
Glomerulonephritis.

Now, patient isonregular follow-up. Hestill has
mild bilateral pedal edemaand ascites. He does not
havefurther episodesof hemoptysisand shortness of
breeth. He has proteinuria (2.5 gmsin 24 hoursurine)

without hematuria and dyslipidemia. His renal
parameters, random blood sugar, total serum protein
andrest of theroutineinvestigationsarewithinnorma
range.

Discussion

Three possible mechanisms have been suggested for
MGN:2

1. Glomerularlocalization of preformed,circulaing
Immune compl exes composed of low molecular
weight oligova ent antigen and low affinity 1gG

antibody.
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2. Reactionof circulating antibody withanintrinsc
glomerular antigen discontinuously distributed
adonglaminararaexternaresultingin formation of
Immunecomplexesingtu.

3. Reactionof circulating antibody with anantigen
normally extringc to theglomerulushbut planted
thereby virtueof somebiochemica or ectrodatic
affinity for GBM.

Theimmune complex servesasan activator that
triggersaresponse from the C5b - C9 complements,
which form amembrane attack complex (MAC) on
theglomerular epithelid cdlls.?

While different stages (1-V) of progressive
membranous lesions have been described, some
published analysisindicate that the degree of tubular
atrophy or interstitial fibrosisismore predictive of
progression than the stage of glomerular disease.?

Clinicaly, themgority will haveheavy proteinuria
and other features of nephrotic syndrome and the
remainder will present with symptomlessproteinuria
with or without hematuria. Onset isusualy insidious
and without antecedent upper respiratory infection.
Hypertension and azotemiaoccur latein the course of
thediseaseat thetimeof onset of nephrotic syndrome
but in 1/3-3/4 of cases, it is occult at the time of
discovery of the nephrotic syndrome.

Onlaboratory evauation, proteinuriaisover 3.5g/
day inover 80% of cases?Itisnonsdectivebut highly
selective protel nuriamay occur in asmany as 20% of
cases.2* Increased excretion of membrane attack
complex necantigen may beindicativeof MGN inan
active stage. Microscopic hematuria is common
whereasgrosshematuriaisrare. Levelsof C3and other
complement componentsare nearly awaysnormal.

Courseand therapy

Courseof idiopathic MGN isindolent and dowly
progressive, at timespunctuated by clinica remissons
and exacerbations of the nephrotic syndrome. The
overall prognosisin children is excellent but the
frequency of spontaneous complete remission of
proteinuriain adultsvariesamong seriesbut averages
about 25 percent.> An additional 20-25 percent of
cases sustain a spontaneous partial remission (i.e.
protein excretion lessthan 2gm but morethan 200 mg/
day) and maintain astable GFR for extended period.®

An extensive retrospective survey conducted by
theMayo clinic Group demonstrated a10 year patient
survival of about 75 percent regardless of whether
patients were treated with steroids or
immunosuppressivedrugsor remained untreated; 20
percent devel oped end stagerend failure of which 60
percent occurred within 2.5 years of diagnosis (so
calledrapidly progressive MGN).” Similar findings
have been reported from France, Japan, Finland and
Scotland.” Male sex, older age at onset, severe
proteinuria (>10gm/day), poorly controlled HTN,
severe hyperchol esterolemia, reduced GFR at onset
and renal biopsy findings of advanced glomerular
disease(stagelll or IV), tubuleatrophy and interstitial
fibrosishaveall been associated with poor prognosis
and a high risk for subsequent development of
progressiverend failure®

Hopper and co-workers and Bolton and
colleaguesin uncontrolled studieshave suggested that
higher dosage and/or more prolonged therapy (i.e. 6
monthsto several years) with daily or alternate-day
steroids is associated with an improved outcome,
however it hasmore side effects.

Thepreciseroleof cytotoxic therapy isuncertain
but itspossiblerolein MGN has been suggested by
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severa controlled and uncontrolled studies. Addition
of cyclophosphamideto dternateday or daily steroids
hasbeen associated with reversa of progressiverend
insufficiency or decreasein proteinuria. Ponticdlli and
colleagues have shown in a controlled study that
sequential therapy with high dose intravenous
methylprednisolone, oral methylprednisolone and
chlorambucil over 6 months can result inincreased
likelihood of completeor partial remission and better
maintenanceof rend function.® Other therapiesinclude
tacrolimusand mycophenolate mofetil.

Concluson

Membranous glomerulonephritis has risk of
coagulopathy including degpveinthrombosisandrend
vein thrombosis. It has unpredictable course and
outcome. The therapies include steroids and
iImmunosuppress veagents.
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