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Introduction

The clinical significance of combined ANCA and anti-GBM 

antibodies is unclear and the relationship between the two 

antibodies is unknown. In the appropriate clinical setting, when 

both the antibodies are present, the condition is called double 

positive disease. In double positive disease renal involvement is 

very common and often severe. For example, in a large series, 

renal disease was present in hundred percent and seventy 
1percent required dialysis within 48 hours of presentation . 

Case History

 A 48 year old Indian lady with generalized arthralgia and malaise 

since one year was admitted with fever, oliguria, oedema, 

tiredness and shortness of breath of two weeks duration. She had 

acute kidney injury with a creatinine of 7.2 mg/dL Urine analysis 

showed microhaematuria and significant proteinuria. She had 

normocytic normochromic anaemia with a haemoglobin of 8.7 

gm/dl, neutrophilicleucocytosis with white cell count of 

15700/cu.mm, normal platelet count and raised inflammatory 

markers. Coagulation profile was normal. Blood and urine 

cultures were negative. She had normal sized kidneys on 

ultrasound. Chest x-ray showed mild congestion. PR3-ANCA was 

strongly positive at 89.99U/ml. She had hemodialysis through 

internal jugular catheter. A provisional diagnosis of ANCA 

associated vasculitis was made.  A renal biopsy was carried out 

which is shown below (Figure 1 & 2).
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Figure 1 : Glomerulus possessing circumferential active cellular 
crescent with necrotizing lesion; rupture of capillary basement 
membranes and Bowman's capsule (40x, PASM stain).
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The history, clinical and laboratory findings were 

compatible with vasculitis. Strongly positive PR3 ANCA and 

b i o p s y  f i n d i n g s  s u g g e s t i v e  o f  c r e s c e n t i c  

glomerulonephritis (nine out of twelve glomeruli showed 

active cellular crescents) supported the diagnosis of ANCA 

associated vasculitis. But the immunoflourescence showed 

linear pattern of deposits along the capillary basement 

membrane with IgG and this is considered pathognomonic 

of anti GBM disease. Anti GBM antibody was tested 

subsequently and it was strongly positive. Even though 

more recent evidence suggests that  patients with double-

positive disease who are dialysis dependent tend to have 

b a d  re n a l  p ro g n o s i s  i n  s p i te  o f  a g g re s s i ve  

immunosuppression including plasma exchange, we 

decided to treat our patient with methylprednisolone 

followed by oral prednisolone, IV cyclophosphamide and 

plasma exchange (6 exchanges of 2.5 litres on alternate 

days) and the patient made remarkable recovery. Her renal 

function gradually improved, dialysis was discontinued on 

day 16 and the creatinine settled down to 1.3 mg/dL over 

the next few weeks (Table 1).

Figure 2 : Glomerulus revealing linear pattern of deposits along 
the capillary basement membranes with IgG (3+ on a scale of 0 to 
4+).

Discussion

Systemic symptoms and signs, such as malaise, fever, 

weight loss or arthralgia are typically absent in anti GBM 

disease. The presence of such features in a patient with 

biopsy picture compatible with anti GBM disease should 

prompt one to consider double positive disease as in our 

patient who had malaise and generalised arthralgia since a 

year.

Double positive disease was previously thought to have 

better renal prognosis than anti-GBM diseasewith as many 

as 40 percent of such patients recovering some renal 
2function . However larger and more recent studies found 

1, 3much worse renal outcome . In one of those studies, 

among double-positive patients who were dialysis 

dependent at presentation, none of them recovered renal 

function in spite of immunosuppression with or without 
1plasma exchange . Other study concluded that the renal 

survival in double positive patients is similar to patients 

with anti-GBM disease and worse compared to patients 
3with ANCA associated vasculitis . Our case supports the 

previously held view that the prognosis may be better than 

patients with anti GBM disease and makes a case for 

aggressive immunosuppression including plasma 

exchange in such patients.

The immunoflourescence showing linear pattern of 

deposits along the capillary basement membrane with IgG 

is considered pathognomonic of anti GBM disease but 

linear IgG on immunoflorescence can also be seen in 
4diabetic nephropathy and fibrillary glomerulonephritis . 

But the staining is usually not very strong and it is quite 

coarse with fibrillary glomerulonephritis. These two 

conditions can be easily distinguished from anti-GBM 

disease or “double-positive” disease based on the clinical 

presentation and histology.

In conclusion, double positive disease has variable 

prognosis and it is worth considering aggressive 

immunosuppression including plasma exchange in suitable 

patients with double positive disease irrespective of the 

severity of renal involvement at presentation.
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