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Schwartz R. N Engl J Med 2007;357:2299-2301

Harrington et al.  

Demonstration of a 

thrombocytopenic factor in the 

blood of patients with 

thrombocytopenic purpura. 

J Clin Lab Med 1951;38:1-10.

The Harrington-Hollingsworth Experiment



Immune Thrombocytopenic 

Purpura



The Problem, (dependent on 

definition and population)

Schoonen et al. BJH. 2009; 145: 235-244
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Therapeutic goal

1. Prevent life-

threatening bleeding

2. Avoid bleeding-related 

symptoms 

Absolute count 

required is unknown



The Bleeding Risk and Natural History of Idiopathic 

Thrombocytopenic Purpura in Patients With 

Persistent Low Platelet Counts 

Cohen et al. Arch Intern Med. 2000;160:1630-1638.

ÅMeta analysis 17 trials

ÅA serious illness in patients with 

refractory PLT counts <30x109/l

ÅPredicted 5 year mortality range 2.2% to 

47.8%

ÅFatality rate and serious bleeding 

incidence increases with age



Age (years)
Risk of fatal bleed 

per year

<40 0.4%

40-60 1.2%

>60 13%



Long term follow-up of immune thrombocytopenic 

purpura in 310 patients Vianelli et  al.  

Haematologica. 2001;86:504-509.

ÅTreatment only given if 
PLT < 30 x 109/l

Å1 death and 8 patients 
with serious 
haemorrhage (3%)

ÅMedian PLT count 10 
x109/l

ÅNot such ñalarmingò 
data, suggesting it is 
safe to only treat ñvery 
lowò counts 



Definition of Refractory ITP by an 

International Working Party

ñRefractoryò thrombocytopenia is 

persistent & severe (<20 x 109/l)

1. With a continuing requirement for 

therapy to increase PLT count and

2. Failure to respond to splenectomy, if 

attempted 

Blood, Mar 2009; 113: 2386 - 2393.



What does the literature inform 

us about the fate of patients 

with PLT 20 - 50 x 109/l?

ÅIt is rare to die with PLT > 20 x109/l

ÅBut what is the risk over an entire 

lifespan?

ÅHow do we best manage acute & 

unexpected falls in PLT count, 

counselling life style choices, decisions 

on anticoagulation etc?



Psaila et al. BJH 2008, 143; 16-26.



Advertorial for the ñnewò

Professor Gregory Cheng from Chinese 

University in Hong Kong is speaking this 

evening about

Meeting the challenges in the     

management of ITP



óThe thrombocytopenic factorô

ÅCluster of IgG auto antibodies 

ÅDirected to platelet-specific receptors such 
as CD41a (GPIIb/IIIa) and CD42b (GPIb) 
& other platelet antigens

ÅAntibodies arise from clonal B cells arising 
from specific antigenic stimulus

ÅSensitized platelets rapidly cleared by the 
monocyte-macrophage cell system



Bromberg M. N Engl J Med 2006;355:1643-1645

Approaches to the Treatment of ITP



Approaches to treating ITP

ǒ Several drugs used in the treatment of ITP impair the clearance of autoantibody-coated platelets by Fc{gamma} 
receptors expressed on tissue macrophages. Splenectomy works partly by this mechanism but may also impair 
the interactions between T cells and B cells that are involved in the synthesis of antibody in some patients (1).

ǒ

ǒ Corticosteroids may also increase platelet production by impairing the ability of macrophages within the bone 
marrow to destroy platelets, and thrombopoietin and thrombopoietic agents stimulate megakaryocyte progenitors 
(2). 

ǒ Many non-specific immunosuppressive agents, such as azathioprine and cyclosporine, act at the level of the T cell 
(3).

ǒ

ǒ A monoclonal antibody against CD154 that is under clinical investigation targets a co stimulatory molecule needed 
for the optimization of T-cell-macrophage and T-cell-B-cell interactions involved in antibody production (4).

ǒ

ǒ Intravenous immune globulin may contain antiidiotypic antibodies that decrease autoantibody production. A 
monoclonal antibody that recognizes CD20 expressed on B cells causes their depletion (5).

ǒ

ǒ Plasmapheresis transiently removes autoantibody from the plasma (6)

ǒ Platelet transfusions may be required (7)

ǒ Adapted from Cines and Blanchette.2





An evolving story of germs, 

antibodies and peptides
1. ógermsô 
Å H.pylori 

Å CMV

2. óantibodiesô 
Å anti CD20   moAb rituximab

Å anti CD154 (CD40 ligand)

3. ópeptidesô - thrombopoietin analogues



Regression of autoimmune 

thrombocytopenia after eradication of 

Helicobacter pylori

Gasbarrini et. al. Lancet 1998; 352:878

18 pts with ITP (PLT 
autoAbs + 
thrombocytopenia)

11 pts 13C urea breath test 
positive

Eradication successful in 
8/11

6/8 autoAbs disappeared

Treatment with steroids 
when PLT < 100 x 109/l



Effects of eradication of 

Helicobacter pylori infection in 

patients with immune 

thrombocytopenic purpura: a 

systematic review

Stasi et al, Blood 2009. 113(6), 

1231-40.



1555 patients, 25 studies


