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Long-term analysis (5 years) - Thromboembolic events

SYK inhibition with fostamatinib may decrease the risk of thromboembolic
events (TEE) in ITP patients

• In an acute stroke model, SYK inhibition/depletion protected mice from
aortic thrombosis and diminished brain infarction size without
increasing hemorrhage risk

• SYK is required for GPVI and CLEC-2 receptor signaling in mouse and
human platelets. Both receptors are involved in platelet activation and
TEEs but are nonessential for normal hemostasis in mice

• R406 (active metabolite of fostamatinib) inhibits GPVI and CLEC-2
signaling in human platelets in vitro

CLEC2GPVI/FcγR

Figure from: Abstract PB1356. ISTH Congress 2020. July 12-14

Cooper et al Ther Adv Hematol. 2021 Apr 30;12:20406207211010875. doi: 10.1177/20406207211010875. 



Spunti di discussione

• Paziente ad elevato rischio trombotico

• Paziente con autoimmunità sistemica («overlap»)

• Immunosoppressione vs immunoregolazione

• Trombofilia vs cardiopatia

• Stabilità conta piastrinica e profilassi 



Elevato rischio trombotico

• Trombofilie e storia di trombosi

• Evidenza di eventi trombotici in corso di TPO-RA

• Rischio cardiovascolare globale



Thrombosis: safety of 
Syk Inhibition

• Despite the risk factors for 

thromboembolism in 87% of the 

146 patients treated with 

fostamatinib for up to 5 years - a 

total of 229 patient-years - only one 

minor ischaemic event (0.4 per 100 

patient-years)pazienti-anno).

Cooper N et al, Ther Adv Hematol 2021



Thrombosis according to ITP net

Napolitano M et al, Mediterr J Hematol Infect Dis

2023



Fostamatinib in 
seconda linea

Dati derivati dagli studi di 

fase 3

L’uso in seconda linea è 

associato a maggiore 

probabilità di risposta

Meno frequenti anche gli 

eventi emorragici (28% vs 

45% dalla terza linea)

Boccia R et al, Br J Hematol 2020



«Overlap»

• Condizioni di piastrinopenia associata autoimmunità sistemica con 

potenzialità protrombotiche

• LES

• APS

• Evans



Antiphospolipid syndrome and ITP

Antiphospholipid antibodies (APA) represent the strongest acquired risk factors for arterial and venous thrombosis 

When APA are detected in an ITP patient without a history of thrombosis or obstetric complications, this finding will not change the 
diagnosis nor the treatment (with an important caveat on TPO-RA)

ASH “ITP Practice and Guideline Panel” stated that evaluating ITP patients for APA is unnecessary due to the lack of good 
evidence of clinical association 

Several studies, on the other hand, go in a different direction (late development of the syndrome, thrombosis rate doubled in 10
years)

Tomasello R et al, Biomedicines 2021



Rituximab vs fostamatinib

• Immunosoppressione vs immunoregolazione

• Approccio personalizzato

• Età e rilevanza della condizione associata

• Obiettivo primario: profilassi, rischio trombotico, eradicazione



Rischio trombotico vs cardiopatia

• Cardiopatia e rischio trombotico non sempre coincidono

• I casi di ipertensione associati a fostamatinib possono costituire un limite?

• Incidenza

• Severità

• Complicanze associate



Eventi avversi 

Generalmente sicuro

I più frequenti e limitanti 
sono diarrea (31% any 
grade, 1% severe) ed 
ipertensione (28% any 

grade, 2% severe)

Meno frequenti: 
neutropenia, 

ipertransaminasemia

Gli eventi hanno portato 
a interruzione 

temporanea del farmaco 
il 18% dei pazienti (9% 

riduzione di dose)

SAE più frequenti nel 
gruppo placebo

NO trombosi

Bussel et al, AJH 2018



Pros and cons according to ITP net

Napolitano M et al, Mediterr J Hematol Infect Dis 2023



Stabilità conta piastrinica 

fostamatinib

• «Comfortable range» 50-150.000 plt nei responders

• Possibilità di evitare oscillazioni della conta piastrinica

• Possibilità di evitare «stop and go» della profilassi antitrombotica

• Centralità della profilassi nel paziente ad alto rischio



Long term fase 3 STUD IO  O LE  D OPO LA  

SETT IMAN A 24

Bussel et al, AJH 2019



Fostamatinib: Italian expert opinion 

2023



Use of Fostamatinib in Chronic ITP: 
Advantages and Doubts

Favourable aspects Potential difficulties

Efficacy in multi-refractory patients.

Significant increase in response when employed in the second line.

Available only for the chronic phase.

Safe platelet counts maintained in responsive patients on most weekly controls. Possible impact of toxicity on QoL (eg

diarrhea).

Absence of thrombotic risk; consequent possible electivity of use with respect to

TPO-RA, in patients with thrombotic risk factors.

Risk of neutropenia / infection / arterial

hypertension.

Innovative mechanism of action. “Stable” response rates quite low when

administered from the third line onwards.

Likely to be used in combination with other therapeutic agents, with different

mechanisms of action

"Real life" studies are lacking.

Lucchesi A et al, Ther Adv Hematol 2023
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