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Abstract 

Focal or generalised haemorrhage is commonly encountered clinical problem in 

patients with amyloidosis. Bleeding after diagnostic procedure is known, however 

severe haemorrhage leading to death in generalised amyloidosis is uncommon. A 50 

year old male presented with haematuria and haemoptysis of 5 months duration. 

Investigations revealed nephrotic range proteinuria, other biochemical parameters 

and coagulation profile were within normal limits. A diagnostic left renal biopsy was 

done and few hours later he died. Autopsy revealed 1 liter blood in abdominal cavity 

with 800 gm of blood clot surrounding left kidney. Rest of the organs were pale. On 

histopathological examination, all the parenchymal organs like kidney, liver, 

pancreas, spleen, adrenals, heart and lungs showed extensive interstitial and 

perivascular amyloid deposition. 

The case highlights an uncommon but serious complication of bleeding following 

invasive procedure in patient of generalised amyloidosis. Awareness of such 

complication warrants the use of safer procedures for diagnosis of amyloidosis by 

abdominal fat aspiration/ rectal mucosal biopsies in antemortem.

Introduction

leeding is a well recognised Bcomplication of amyloidosis, but it 

has not been widely appreciated. Bleeding 

after diagnostic procedure is known, 

however severe haemorrhage leading to 

death in generalised amyloidosis is 

uncommon. 

We present a case of fatal bleeding 

following an invasive procedure in an 

undiagnosed case of idiopathic systemic 

generalised amyloidosis due to extensive 

amyloid involvement of vascular tissue in 

multiple parenchymal organs. 

Case Report

A 50 year old male presented with haematuria 

and haemoptysis of 5 months duration. 

Investigations revealed nephrotic range proteinuria, 

other biochemical parameters and coagulation 

profile were within normal limits. 

Serological investigations for hepatitis B surface 

antigen (HBsAg), hepatitis C virus (HCV) and VDRL 

were negative.

There was no history of tuberculosis, 

rheumatoid arthritis in the past. Complement levels 

like C , C , were within normal limits. ANA ds DNA, 3 4

RA factor was negative.

Urine examination revealed albumin 4+, few 

hyaline casts seen. A diagnostic left renal biopsy was 

done, the indication being proteinuria. Five hours 

after the procedure, patient expired. 

A complete autopsy was performed. The in-situ 

examination in the body revealed one liter of blood in 

abdominal cavity with 800 gms of blood clots, 

surrounding the left kidney (Fig. 1A). The spleen was 

enlarged and showed waxy cut surface and appeared 
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lardaceouse (Fig. 1B). Rest of the organs were pale.

Fig. 1: A) Gross morphology showing enlarged, pale 

kidney with large blood clot attached to the kidney. B) 

Enlarged and lardaceous spleen

On histopathological examination; the kidney, 

liver, pancreas, heart, spleen, adrenals and lungs 

showed extensive pink eosinophilic homogenous 

deposition around the vessels and with in the 

interstitium (Figs. 2,3)

Fig. 2 : Hematoxylin & Eosin stained slides from 

liver, spleen, pancreas and lung showing pink 

eosinophilic amyloid deposits in the perivascular 

region and in the interstitium indicated by the arrow.

Congo red stain was done on all the sections of 

the parenchymal organs. These slides were viewed 

under polarising microscopy which showed apple 

green birefringence confirming the diagnosis of 

amyloid deposition. (Figs. 3A, 3B).

Fig. 3: Hematoxylin and Eosin stained slides from 

kidney and heart showed amyloid deposits. Green 

birefringence seen in sections of kidney (A) and 

heart (B). [Congo red stained sections under 

polarizing microscope] indicated by the arrow head.

Gastrointestinal tract and brain sections did not 

show any amyloid deposits. The unstained slides of 

all sections from organs were treated with potassium 

permanganate test (KMnO4) and then restained with 

congored. The apple green birefringence was 

observed, indicating that amyloid deposits were 

resistant to KMnO4.

There was no evidence of tuberculosis, 

bronchiectasis or presence of chronic inflammatory 

lesions in any of the organs. 

Hence, we labelled it as Idiopathic / Primary 

systemic amyloidosis after ruling out underlying 

secondary causes predisposing to amyloid 

deposition.

Discussion

Amyloid is generic term related to 

tissue deposition of various fibrillar 

proteins in a variety of diseases. 

Historically, amyloidosis was classified 

according to whether it occurred de novo 

(primary) or was secondary to a 

recognisable pre-existing or co-existing 

chronic infectious or inflammatory 

disease. All amyloid proteins have 

common morphological and physical 

properties. They have a B-pleated sheet 

confirmation that is responsible for the 

apple-green birefringence under polarised 

light after Congored staining and a typical 

f ibri l lar appearance on electron 
1microscopy.

D e s p i t e  t h e  s i m i l a r i t i e s  i n  

morphological and physical properties, 

clinical manifestations of systemic 

amyloidosis vary widely and depend on the 

organ system predominantly involved. 

Amyloidosis often has no symptoms in its 

early stages. Symptoms develop only after 

protein deposits begin to interfere with 

organ function. In amyloidosis symptoms 

are usually a function of the organs that 

are affected. Accordingly, the symptoms of 

the disease are varied, making the 
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diagnosis difficult. 

Our case had unusual feature that 

merit this discussion. The amyloidosis was 

diagnosed at autopsy in the patient who 

died due to severe bleeding after diagnostic 

procedure. Bleeding complications are 
2well described in amyloidosis.  In a recent 

3study,  it is mentioned that factor X levels 

were < 50% of normal in patients with 

amyloidosis and significant bleeding was 

associated, if these patients were 

subjected to invasive procedures. It is 

postulated that factor X is adsorbed to 

amyloid fibrils and sequestered from the 

plasma. There is no documentation of 

factor X levels in our case. However, 

coagulation profile like bleeding time (BT), 

clotting time (CT), prothrombin time (PT) 

and activated partial thromboplastin time 

(APPT) were normal. Localised and 

generalised bleeding manifestations are 

usually associated with intravascular 

coagulopathy related to isolated or 

multiple coagulation factor deficiencies. 

Recently, there have been reports of 

haemorrhage due to amyloid deposition in 

blood vessel walls and in the perivascular 

region leading to increased fragility and 
2poor haemostasis.

This could explain the haemorrhage 

seen in this patient following invasive 

procedure due to amyloid involvement of 

vascular tissue in the absence of 

caogulapathy. This is an interesting case 

in which presence of amyloidosis not only 

explained the clinical symptoms, but also 

the marked propensity for the bleeding 

complications. 

The patient did not have any past 

history of chronic diseases l ike 

tuberculosis and rheumatoid arthritis. 

The secondary amyloidosis has SAA 

(serum amyloid associated) proteins in the 

amyloid deposits which is sensitive to 
5KMnO4.  After the treatment with 

potassium permanganate and further 

restaining with congo red did not show 

birefringence. The KMnO4 test done on the 

histopathology slides revealed that 

amyloid was KMnO4 resistant indicating 

absence of SAA protein in the amyloid 

thereby ruling out secondary amyloidosis. 

Hence we labelled the case as 

idiopathic / primary systemic amyloidoisis 

on the basis of potassium permanganate 

test and also at autopsy all the major 

parenchymal organs like kidney, spleen, 

liver, pancreas showed extensive amyloid 

deposits around vessels and in the 

interstitium. Lungs and heart also showed 

amyloid deposits. Lungs and heart 

involvement is more commonly seen in 
5primary amyloidoisis (AL type).  

Gastrointestinal tract involvement in 

primary amyloidoisis are common and 

may manifest with macroglossia, 

dysphagia, motility disturbances, 

diarrhoea, malabsorption syndrome, 
5bleeding, infarction.  However this case 

did not show any amyloid deposits in the 

gastrointestinal tract despite the 

multiorgan involvement which was the 

unusual feature noted.

This case highlights an uncommon 

but serious complication in patients with 

amyloidoisis. Although bleeding is a well 

recognised complication of amyloidoisis, it 

has not been widely appreciated. It is 

emphasised with amyloidoisis may 

present with myriad clinical features and 

varied complications, hence it is important 

to be aware of it and not miss the 

d i a g n o s i s .  A w a r e n e s s  o f  s u c h  
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complication also warrants the use of safer 

procedures for the diagnosis of 

amyloidoisis by the abdominal fat 

a s p i r a t i o n  /  r e c t a l  b i o p s y  i n  
6,7antemortem.
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Life expectancy in HIV

Better, but not good enough

For patients diagnosed promptly and treated with combination antiretroviral 
therapy (ART), life expectancy is now several decades.

But these gains have not been seen in everyone with HIV. Factors associated with 
worse outcomes include late presentation to healthcare services, suboptimal 
adherence to drugs, premature discontinuation of treatment, mental illness and 
behavioural risk factors such as use of injected drugs and alcohol dependence.
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