Jemds.com

Case Report

IgsA NEPHROPATHY PRESENTING AS RAPIDLY PROGRESSIVE GLOMERULONEPHRITIS- A CASE
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PRESENTATION OF CASE

45-year-old female patient a house wife from a rural area of
Samastipur district was admitted at Patna medical college on
10 august 2015 with complaints of -

Anorexia, nausea, vomiting, mild swelling of both feet for 3
weeks.

No comorbidities like jaundice, arthralgia/arthritis, rash,
COPD or occupational exposure to agricultural wastes, no
gynaecological problem.

No history of hypertension and diabetes. No recent history
of impetigo, sore throat including tonsillitis. No addiction and
drug abuse.

Atthe time of admission, she had mild anaemia, was febrile
(100.6 F), respiratory rate 24/min, icterus-absent, pedal
oedema 1+, no sacral oedema, pulse 80/min regular, no radio-
femoral or radio-radial delay, supine B.P. in rt. arm; 130/90
(on CCB, BB started from outside private clinic 1 week),
periorbital oedema.

No positive finding in systemic examination.

Urinalysis showed 3+ proteinuria, haematuria (30-40/
hpf), pyuria (30-40/hpf) but no cast. Severe renal failure
(Serum creatinine 5.7). She was advised for dialysis
(intermittent HD through temporary internal jugular catheter)
and renal biopsy was planned in view of no obvious infective
aetiology and rapid decline of renal function and glomerular
proteinuria within last 2-3 week.

During hospital stay after 1 week she became anuric,
developed accelerated hypertension and LVF and respiratory
distress. She was managed with more frequent HD (4 per
week) with ultrafiltration and increased dose of
antihypertensive and diuretics. Broad spectrum antibiotics
and antifungal were started to which she responded
favourably. After resolution of pneumonia and BP control
renal biopsy was performed. In the meantime, serology was-
ANA, C-ANCA, P-ANCA, ANTI GBM titer all within normal limit.

Post biopsy was uneventful. Patient remained anuric
during entire hospital stay.

CLINICAL DIAGNOSIS
RPGN, Idiopathic.
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DIFFERENTIAL DIAGNOSIS

1. RPRF, ATIN.

2. RPGN, Renal Limited Vasculitis, ANCA-Negative.

3. Pulmonary-Renal Syndrome, Anti-GBM Antibody
Mediated Disease.

PATHOLOGICAL DISCUSSION

Urinalysis showed 3+ proteinuria, haematuria (30-40/ hpf),
pyuria (30-40/hpf) but no cast. Severe renal failure (Serum
creatinine 5.7).

Renal biopsy sample had 26 glomeruli, 14 (53.8%) were
globally sclerosed. Of the remaining glomeruli, 10 (38.4%)
exhibit crescents- 5 were cellular, 2 fibro-cellular and 3 fibrous
crescents. In IF there were 3+ mesangial IgA deposits and
negative for IgM, C-3 and Clq. Interstitium was oedematous
with diffuse inflammatory cell infiltration both mononuclear
neutrophil and eosinophil. Tubular atrophy and interstitial
fibrosis involved <10% of the sample cortex. 3 glomeruli
display segmental fibrinoid tuft necrosis.

DISCUSSION OF MANAGEMENT

Patient remained admitted for 1 month. She remained anuric
throughout and dialysis dependent. She was treated with L.V.
then oral steroids and LV. Cyclophosphamide for focal
necrotizing IgA nephropathy with crescents.[12] At the end of
1-month she was discharged in a stable condition and was
counseled for need of long term RRT. She continued thrice a
week HD as OPD patient. She remained anuric for last 2 month.
So, immunosuppression was stopped for expected poor
response in this case.

At the end of 2nd month she developed high grade fever
and relapse of pneumonic consolidation in x ray. She was again
managed with antimalarial, antibiotic and nebulization,
antifungal. She succumbed in ICU due to massive pneumonia
and severe sepsis.

IgAN is the most common primary GN in the world.(3 The
prevalence rate varies across different geographical reference.
Typically, it is 30-35% of all primary glomerular diseases in
Asia, but can be up to 45%. It accounts for 20% of all biopsies
in Europe and 10% of all biopsies in North America. This wide
variation in incidence is partly attributable to differing
indication for kidney biopsy in Asia, compared with those in
North America. Recently in the USA IgAN was also reported to
be the most common primary glomerulopathy in young adult
Caucasians.

IgA nephropathy is an example of IgA; immune complex
disease.)- Poorly galactosylated IgA: O glyco-forms form high
molecular weight circulating immune complexes, either
through self-aggregation or through the generation or IgG and
IgA hinge region specific autoantibodies(456).Episodic gross
haematuria is the presenting complaint in 40-50% patients
usually following upper respiratory infection (synpharyngitis
or syninfective)[7].
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Rapid progression to ESKD is an uncommon feature with
IgAN in various studies. In our patient, the rapid clinical
deterioration = and  histopathological  presence  of
cellular/fibrocellular crescent, fibrinoid necrosis along with
global sclerosis were suggestive of active glomerular injury on
the background of chronic kidney damage, although patient
never complained any chronic symptoms of duration of 3
months or more. Such a co-incidence of chronic disease with
crescentic GN in IgAN makes this case worth reporting.

In a study by Huang et al, 14 patients with IgAN and
serological positive ANCA were reviewed.[8l

Their conclusion was that patients with IgAN and ANCAs
positivity commonly show clinical features of rapidly
deteriorating kidney disease.[8]

In a study from Lv et al,[910] 113 Chinese patients with
crescentic IgAN were recruited from various centres. They
found that presence of crescent carried a poor prognosis, and
nearly 70% of them progressed to ESRD in 5 years. The initial
serum creatinine (Sr. Cr) concentration was the strongest risk
factor for kidney failure. Patients with lower creatinine at
presentation (Sr. Cr < 2.7 mg/dL,) had a good prognosis.
Patients with higher (Sr. Cr > 6.8 mg/dL) had lesser recovery
and were dialysis dependent, even after aggressive
immunosuppressive therapy.

This case illustrates one of a small percentage of patients
with IgAN that can develop a rapidly progressive form of the
disease leading to ESRD.

Some clinical and laboratory findings at the time of
diagnosis can potentially help stratify the severity of
disease.[11.12,13]

Elevated serum creatinine concentration, hypertension,
persistent proteinuria follows a worse prognosis. In a study
from Japan on 2, 270 patients with IgAN, there was a strong
correlation with cumulative incidence of ESRD at 7 years with
the Sr. Cr at presentation (P value for the trend < 0.001).[11]

Histological findings on renal biopsy in patients with IgAN
studied on the basis of MEST (Oxford histologic classification
system) has improved the ability to identify patients with a
poor renal prognosis.[14]

A combined prediction score that estimates the 5-year risk
of developing ESRD known as the absolute renal risk score was
developed in a Japanese cohort of 698 untreated patients and
then validated in a separate cohort of 702 patients.[15]

Points were assigned according to two clinical risk factors-
1. 24-h urine protein excretion
2.eGFR)
and three of the four Oxford classification criteria.

In a study of 5 children with RPGN by Welch et al. All had
hypertension and 3 had nephrotic syndrome. Hypertension,
renal insufficiency and nephrotic syndrome were consistent
marker of rapid decline in IgAN patient and they were
resistant to therapy with rapid decline of renal function. These
three features were absent in comparative uncomplicated
IgAN cases.[16]

Conclusion and some Unresolved Issues-

My patient was a case of IgA nephropathy, RPRF course,
extensive crescents with >50% global sclerosis. Her initial
infective episode was well managed with antibiotics and
stopping immunosuppressant. Antifungal was not given
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because she improved with antibiotics. She was dialysis
dependent because of obvious tissue diagnosis- DGGS and
superimposed crescents of chronic type. She ultimately
succumbed due to second infective episode.

Some Unresolved issues associated with the Patient were-

1. She never complained of haematuria which is a
predominant clinical manifestation of IgAN.

2. Tissue diagnosis suggesting global sclerosis of >50%
glomeruli and superimposed crescents of chronic type is
not compatible with such an acute and fulminant clinical
course of IgAN.

FINAL DIAGNOSIS

RPGN, IgA Nephropathy with superimposed global crescents
as well as crescents in the remaining glomeruli with varying
stages. Anaemia, HTN, Dialysis Dependent. No Comorbidity.
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