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Conclusioni
la piastrinopenia in corso di ITP è probabilmente causata 
da una ridotta produzione megacariocitaria di piastrine
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The Harrington-Hollingsworth Experiment
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The Harrington-Hollingsworth Experiment

Conclusioni
la piastrinopenia in corso di ITP è associata a ridotta 
sopravvivenza piastrinica, attribuibile alla presenza di un 
fattore nel siero dei pazienti (in seguito identificato come 
anticorpo diretto contro glicoproteine di membrana)





Correlation between log platelet count and 
autologous platelet survival

R=0.64
P<0.001

Ballem PJ et al, JCI 1987



Platelet turnover in ITP patients,
according to their treatment

Normal subjects (n=15): 41±5x109 platelets/liter per day

Ballem PJ et al, JCI 1987



Correlation between log platelet turnover and
IgG/platelet in ITP patients

Ballem PJ et al, JCI 1987

R=0.65
P<0.001

No treatment
Prednisone
Post-splenectomy



Conclusioni
sia una ridotta produzione piastrinica midollare, sia una 
aumentata eliminazione piastrinica contribuiscono alla 
patogenesi della piastrinopenia in corso di ITP



ITP plasma containing antibodies against GPIb inhibit
megakaryocytopoiesis in vitro, in the presence of TPO

Chang M et al, Blood 2003



Reduction of plasma autoantibodies against GPIb/IX is
associated with increased yield of CD41+ PI+ cells in vitro,

in the presence of TPO

Chang M et al, Blood 2003



Dose response inhibition of CD41+PI+ growth in vitro by purified human 
antiplatelet GPIIb and GPIIIa monoclonal antibodies

Chang M et al, Blood 2003



Suppression of megakarycytopoiesis in vitro by 
ITP plasma

Mc Millan R et al, Blood 2004



Suppression of megakaryocyte production by
ITP plasma dilutions
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Effect of autoantibody absorption with immobilized GPIIbIIIa
on megakaryocyte production in vitro in the presence of 

control or ITP plasma

Mc Millan R et al, Blood 2004





Correlation between percentage of damaged
megakaryocytes and glycocalicin index

Houverzijl et al, Blood 2004



Percentage of damaged ITP megakaryocytes in 
different stages of differentiation
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Conclusioni
Molti megacariociti di pazienti ITP mostrano segni 
ultrastrutturalei di (para)apoptosi, probabilmente causata 
da fattori plasmatici
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Differences in TPO plasma levels between patients
with ITP or amegakaryocytic thrombocytopenia



TPO plasma levels in
normal subjects and
patients with ITP or
aplastic anemia

Kosugi A et al, BJH 1996



ITP - Strategie terapeutiche

• Farmaci 
immunosoppressori/immunomodulanti

•Agonisti del recettore per la trombopoietina



Maximum observed change in Absolute Immature Platelet
Fraction (A-IPF) within 10 days of successful treatment

in ITP patients (n=24)

GMA161: anti-FcγRIII MoAb (inhibits destruction of Ab-coated platelets)

Barsam SJ et al, Blood 2011



Conclusioni

• La ITP primaria riconosce due meccanismi patogenetici
• Aumentata distruzione piastrinica periferica

• Ridotta megacariocitopoiesi e piastrinopoiesi midollare

• Terapie efficaci:
• Riduzione della distruzione piastrinica immuno-mediata

• Incremento della magacariocitopoiesi e piastrinopoiesi midollare


