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(Abstract: The present prospective randomized study wes carried out on 30 adult cases of Seroid resigtant idiopathic membranous (MGN) or)
membrano proliferative glomerulonephritis (MPGN) and the effects of immunosuppressive therapy were evaluated. Thirty (30) patients with
progressive deterioration of renal functions were included which were divided in to two groups. After basdline investigations and pre-informed
written consent, 20 cases of group A were given azathioprine (1-2 mg/kg / body weight) and prednisolone (0.5 mg/kg/body weight) for a minimum
period of 6 months and the renal functions were evaluated at monthly intervals, Group B cases (10 patients) served as controls.  After Sx months
of immunosuppressive therapy, creatinine clearance increased in group A, where as it decreased dightly in group B and the differences were
datistically sgnificant (P<0.001). The proteinuria decreased Sgnificantly in group A patients (P<0.01) where asin Group B it increased (P>0.05).
Cholesteral did not change significantly in thetwo groups. All the patientstolerated the drug well. In group A, 20% patientshad completeremission
and rest 80% had partial remission, where as in group B, 40% patients had stablilzation of renal functions, 40% had no change and 20%
deteriorated. Hypertenson and persistent proteinuria were associated with poor4 prognosis.

Conclusons: It is therefore, concluded that immunosuppressive therapy induced remisson in a significant number of patients. However, a large

\Study is needed to confirm the long term survival in such patients.

J

INTRODUCTION

Chronic glomerulonephritisisleading cause of chronic rend failure. The
primary mechanisms, involved in pathogenesis of idiopathic
glomerulonephritis are largely antibody mediated. 1 However, there is
considerable evidence that cell medicated immune reections are a0
involved. High rates of remissions have been observed with steroid and
cytotoxic drugs and combination of azathioprine and prednisolone has
been reported to beneficia in idiopathic membranous nephropathy
specidly with deteriorating rend functions. 3-5 However, afew sudies
have not found the use of azathiprine to be beneficid. 6-8. Therefore, the
trestment of steroid resgtant idiopathic  glomerulonephritis is not only
frugtrating but isaso controversd. It wasin this context thet the present
study was planned to evauate the effects of this immunosuppressive
therapy in case of geroid resstant idiopathic glomerulonephritis.

MATERIAL & METHODS

The study was carried out in 30 adult cases of steroid resstant idiopathic
glomerulonephritis (SRIGN). Only caseswith MGHN and MPGN with
deteriorating rend functyionswith glomerular filtrationrate (GFR)< 80.0-
ml/min and serum cregtinine >2/5 mg% were included in this studly.
Patientswith secondary gloerulonephritiswere excluded. Thediagnoss
of SRIGN was based on histopathologicd examination and relevant
investigations. The patientsgroup consisted of two groups. GroupA cases
were given a combination of azathioprine (1-2 mg/kgbody weight) and
prednisolone (0.5 mg/kg/body weight ) for aminimum period of 6 months
and the rend functions were evauated a monthly intervals. Group B
cases (10 patients) served as control and it indluded only those cases of
glomerulonephritis who dropped out of the study or refused for their
inclusion. Remission was defined as complete when rend functions
returned to normd (serum creatinine decreased to < 1.5 mg%) and
proteinuriadecreasad tonon nephriticrange. Partid remissonwasdefined
when there was an improvement in the rend function but proteinuia
perssted <3.5 gmv/ day. No response was indicated by non change in
rend functionsor anincressein the serum cregtinine by lessthan 50% of
thebasd vaue. Deterioration of rend functionswasindicated by afurther
risein serum cregtinine levels more than 50% of base line vaue.

RESULTS

Themean age of the patientswas 33.4+13.4 years. Therewere 18 maes
and 12 femdes. In group A, there were 14 cases of MPGN and 6 of
MGN where asin group B, eight cases were of MPGN and 2 cases of
MG Thebasd biochemicd parametersincluding age, the degree of rend
failure, proteinuria etc., were dike in the two groups (Table-1)

Table-1: Showing Baseline Renal Profile in the two groups

Renal Parameter Group A Group B P value
Blood Urea (mg %) 128.5 +34.7 132.5 £19.4 >0.05
Serum Creatinine (mg%) | 4.3+ 0.9 3.97+£0.48 >0.05
GFR (ml/min) 19.9 +8.9 30.05 £2.39 >0.05
Proteinuria (g/day) 44+1.6 2.47£0.5 >0.05
Serum Chlestol (mg%) 280.5+96.0 264.2+74.2 >0.05
Serum Uric Acid (mg%) | 6.1 =1.5 5.7+1.2 >0.05
Serum Protein (gm%) 58+14 59+12 >0.05
Serum Calcium (mg%) 8.4+0.5 8.2+ 04 >0.05
Serum Phosphate (mg%) | 4.9+ 0.6 4.8+0.5 >0.05

Table 2: Renal Functions Following Immunosuppressive Therapy

Parameter Group A before | Group B After | P paired
therapy therapy

Blood Urea (mg %) 128.5 +34.7 64.0 +20.1 <0.001
Serum Creatinine (mg%) | 4.3+0.9 1.8+0.6 <0.01
GFR (ml/min) 19.9 +8.9 52.0 £22.5 <0.001
Proteinuria (g/day) 4.4+ 1.6 2.5+ 1.6 <0.01
Serum Chlestol (mg%) 280.5+96.0 236.5+59.5 <0.05
Serum Calcium (mg%) 8.4+0.5 9.01+0.62 >0.05

Following immunosuppressive thergpy there was a Sgnificant rise in
GFR and fdl in serum cregtinine, blood urea, serum cholesterol and
proteinuria (Table-2) in group A patients as compared to group B. 20%
patients achieved complete remisson and rest 80% were in partia
remissonfollowing six monthstherapy, whereasin Group B 40% patients
had stahilization of rend functions, 20% deteriorated and 40% had no
change. Therefore, percentageof patientsgoinginto remission (complete
+ partia) was significantly higher in Group A as compared to group B.
Further an attempt was made to find out the factors associated with poor
outcome. The patients who had complete remisson had significantly
lower systolic blood pressure, aswell asbaselinebiochemica parameters
like blood urea, serum cregtinine and cholesterol as compared to those
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Table-3: Baselines Characteristics of patients who went into
remission (complete / partial) after immunosuppressive therapy

Parameter Complete Partial remission P value
remission
Age (years) 31.0+12.5 32.8+13.3 >0.05
Sex (Male: Female) 1:1 1:3:1 >0.05
Duration (months) 33.0+11.5 28.2+22.4 >0.05
Systolic Blood Pressure | 125.0x12.9 148.0+15.5 <0.05
(m Hg)
Anemia None 9 -
Oliguria (< 400 ml / d) 1 8 <0.01
Blood Urea (mg %) 117 £12.9 127.3 £35.5 >0.05
Serum Creatinine (mg%) 3.8+ 0.3 4.4+ 1.1 >0.05
Serum Chlestol (mg%) 231.8+59.3 298.3+107.1 >0.05
Serum Calcium (mg%) 8.2+1.05 8.1+0.73 >0.05
Proteinuria (g/day) 4.3+2.1 4.5+ 1.5 >0.05
GFR (ml/min) 19.4+7.3 19.5+10.0 >0.05
Kidney size (cm) 9.0+ 0.41 8.8+0.36 >0.05

who did not respond (Table-3) Further early amdlioration of proteinuria
was asociated with better prognosi's and outcome as compared to those
who had |ate decreasein the urinary excretion of protein. When thetype
glomerulonephritis was taken in to condderdtion, it was observed that
25% of MPGN cases had complete remisson and 75% had partia
remission, whereasdl the cases of MGN had partial remission and none
of the cases had complete remisson. However, no histopathological
markers of bad prognosis could be identified. Fixed drug reaction,
hematemai's and activation of pulmonary tuberculosis were seen in one
case each in Group aand nonein Group B.

DISCUSSION

In MPGN, the lesion is due to glomerular locdization of preformed
circulating immune complexes, where asin MGN, the lesonisdueto a
reection of circulating antibodies with intrinsic glomerular antigen. The
gppearance of population of large radius pores, leeding to increese in
fractiond 1gG clearance : local deposition and activation of complement
mediated injury are the major parts of the cascade. Fibrossand sclerosis
leadstofurther progressionof rend disease. Thereforesteroid and cytotoxic
drugs, which have anti inflammatory action, arethough to be effectivein
halting the progression of rend disease9 In addition, steroids dso effects
therena hemodynamicsleadingtoincreasein GFR. Thefdl inproteinuria
is though to be due to the direct action of corticosteroids on glomerular
basement membrane. 10. An dternative hypotheis is that they have anti
interleukin action and rlieve proteinuria by interfering with the cytokine
cacade 11

Immunosuppressive thergpy produces clinical benefits by producing
severd dterationsin theimmune system of the body. Theseincluded the
inhibition of helper, inducers and cytotoxic T lymphocytes. They dso
influence the cdll released mediators of inflammation and fibrogenesis
12. Azathioprine, ischigfly usein patientswho areresistant to steroid and
have frequent elgpsesfollowing withdrawd of steroids. Theaction of this
drug is & different level than steroid therefore, addition of azathioprine
result in optimization of thergpeutic response with minimum iatrogenic
mortality and morhidity. There are a few studies available where the
combination of azathioprine and prednisolone have been found to be
beneficid in SRIGN, especidly in MGN. 3-5,13. However, there are
conflicting reports as well where the combination was not found to be
beneficid in SRIGN,3,7. Therefore the literature on the subject is not
only scant but isalso controversd hencethisstudy. 5 In the present sudy
al paientstolerated thedrugwell. IngroupA, 20% patientshad complete
remission and rest 80% had partia remisson, where asin Group B, 40%
patients had  stabilization of rend functions, 40% had no change and
20% deteriorated. Hypertens onand persistent protel nuriawereassociated
with poor prognosis. Two of the previous studies, 6-7 which did not find
any beneficid effectswerenot well planned and wereretrospective; hence
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their results can not be compared. The number of the patientsin Barker
study 5 were only 4 where as Brown et d4 reported Smilar observation
asreported by us. On the other hand the recent 10 year follow up study 8
reported no beneficid effects.

However, inthisstudy asothey did not andyzethebad prognosticfactors
which might be operating in their patients. A number of factors like
advancing Age 14, long duration of disease 17, presence of systalic or
diagtalic hypertenson 16, heavy proteinuria 17, higher basd vaue of
serumcregtinineand urea 18, lateameioration of proteinuriaand presence
of certain histopathologicad markers like crescents and tubulointerdtitial
inflammation etc. are known to be associated with poor outcome, 19-20
Hypertension accelerates glomerular injury through hemodynamic
mechanism, gregter degree of proteinuria, extracapillaryproliferation and
glomerulosclerogs. Further its presence may denote fluid over load or
actualy advanced rend disease. In addition, hypercoagulability and
hyperlipidemiamay dsoindependently lead to progressonof rend disease.
Hyperlipidemiathrough complex mechanismsof macrophageinfilitration
and interdtitia cell proliferation, contributes to the progression of
glomeruloscderods In the present study, only bad prognostic factor was
the presence of gnificantly eevated systalic blood pressure in the non
responders. Although a number of histopathologica markers have been
described to be associated with poor out come. However, except for the
type of glomerulpathy, no pathologica marker could beidentified in the
present study. The presence of crescentsand alarge number of crescents
and alarge number of non functioning (sclerosed) glomeruli, may infact
denoteaserverend pathology rather than aprognostic market. Although
the number of patients included in the present study were smdll and the
duration of the study and follow up were 6 months and ayear. However,
the result of this study no suggest that it is essentid that agood work up
of theindividud caseis of utmost importance to predict the long term
surviva inthese casesand every caseof SRIGN with deterioriating rend
functions deserves immunosuppressive therapy.
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