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REFRACTORINESS

It was felt that ITP in adults cannot truly be called 
refractory before splenectomy is attempted.

Rodeghiero F et al. Blood 2009



REFRACTORINESS

Arnold DM et al. Br J Haematol 2023



IS SPLENECTOMY EFFECTIVE IN REFRACTORY ITP?

Mageau A et al. Am J Haematol 2021

Oggi i pazienti che vanno a splenectomia sono più trattati e
con storia più lunga di malattia



IS SPLENECTOMY EFFECTIVE IN 
REFRACTORY ITP?

Godeau R. Br J Haematol 2023



Arnold DM et al. Br J Haematol 2023

Persistence of severe thrombocytopenia (platelets <20 × 
109/L) and bleeding in a patient with ITP who has received 
rituximab, two different TPO-RAs, and at least one immune 
suppressant medication and who does not respond or only 
briefly responds to high-dose corticosteroids or high-dose 
IVIG (less than 7 days).

Alternatively, qualifiers to the term refractory can be added 
to indicate the treatments to which the patient is refractory 
(e.g. ITP refractory to TPO-RA; ITP refractory to rituximab, 
TPO-RA and splenectomy)

REFRACTORINESS



Rufer A and Terrell DR. Br J Haematol 2023



Portieljie J, et al. Blood 2001



Ghanima W, et al. Hematology Am Soc Hematol Educ Program. 2024



REFRACTORINESS PROBABILITY

Moulis G and Garabet L. Br J Haematol 2023



Miltiadous O et al. Blood 2020

Ma è una ITP primitiva?



Refractory Patients

There is no clear recommendation about how those refractory patient treatments should be managed.

Combined therapies are usually more effective than monotherapy in refractory patients. Ideally, agents 
with different mechanisms of action should be combined. Rescues have been described using steroids 
concomitantly with rituximab or TPO-RA.

In the event of no response to one treatment, adding a new therapy concomitantly may be better 
than suspending the former and starting with the new one only.

Other diagnoses, such as drug-induced thrombocytopenia, myelodysplastic syndrome or hereditary 
thrombocytopenia, should be considered in multirefractory patients.

The use of immunosuppressants, immunomodulators or cytostatic agents can be considered. 
Nevertheless, their side effects, especially those linked to an increased infection risk, make it advisable 
to balance carefully the benefit/risk ratio

Mingot-Castellano ME et al (GEPTI). J Clin Med 2023



COMBINATION TREATMENTS IN 
REFRACTORY PATIENTS



In a historical cohort of 400 ITP patients, 109 of the 234 treated received a combination therapy including PDN. 
The results showed a 50% response rate; however, the optimal treatment combination could not be identified, likely 
due to the retrospective nature of the study and the considerable variability in the treatment regimens

Deprè F, et al. PlosOne 2017 Coorte storica



RITUXIMAB

Gomez-Almaguer D, Ther Adv Hematol 2018 

TPO-Ra



TPO + RTX

Witkowski M, et al. Blood Coagul Fibrinolysis. 2024



FOSTAMATINIB

Gomez-Almaguer D, Ther Adv Hematol 2018 

TPO-Ra



Patients had received a median of four prior therapies 
(range 2–7). Twenty-nine (91%) patients had received a 
prior TPO receptor agonist, including 13 patients (41%) 
who had received at least two different TPO receptor 
agonists prior to fostamatinib.

Moore DC, et al. Blood Coagul Fibrinolysis. 2024

REFRACTORY PATIENTS AND FOSTAMATINIB



Thirteen patients (42%) received rescue therapy following 
initiation of fostamatinib. 

Companion therapy was concomitantly administered to 
seven patients (23%) with fostamatinib.

The most common reason for discontinuation was having ITP 
refractory to fostamatinib (n=19; 61%). Four
patients (13%) discontinued therapy due to an adverse
event (n=2, diarrhea; n=1, hypertension, n=1, transaminitis).
The most common adverse events were hypertension (n=4; 
13%) and diarrhea (n=4; 13%).

Moore DC, et al. Blood Coagul Fibrinolysis. 2024



Subgroups that achieved a higher rate of durable responses included those who had received two to three prior 
therapies (n=4/10; 40%), splenectomized patients (50%), and those who had not received prior rituximab (n=5/9; 55%).

Moore DC, et al. Blood Coagul Fibrinolysis. 2024



Eighteen patients received treatment with AVA 
and FOS in combination between August 
2022 and January 2024. Refractoriness was 
defined as a lack of any or durable response 
despite the use of maximum recommended 
doses of a drug.

Mingot-Castellano ME et al. Br J Haematol 2024

During the study period, a total of 112 
patients received treatment with AVA in 
Spanish centres and Norwegian ITP registry. In 
28 of 112 patients (25%), there was no 
response after 2 or more weeks with AVA 
280 mg weekly. In 18 of these 28 patients, 
FOS was combined with AVA. 

AVATROMBOPAG + FOSTAMATINIB



Mingot-Castellano ME et al. Br J Haematol 2024

The overall response was achieved in15 out 
of 18 patients (83.3%) with 8 achieving a 
CR.
The median time from combination start to 
R of 15 days (IQR: 12–69 days) and CR of 
15 days (IQR:8–35 days). 

In patients who achieved R, the median dose 
at that point was AVA 280 mg per week 
and FOS 2100 mg per week. In those who 
achieved CR, the median dose of AVA was 
280 mg per week and FOS of 1400 mg per 
week. 

In 4 of 5 patients who lack response, 
relapse occurred during tapering of AVA (4 
patients) and/or FOS (3 patients). After re-
introducing previous doses of AVA and/or 
FOS, 4 patients achieved a response again.



Mingot-Castellano ME et al. Br J Haematol 2024

Adverse events were observed in 6 of the 18 patients (33%).

AVA related: headache and a WHO grade 2 liver toxicity which was resolved after the interruption of AVA 
for 6 days and reintroduction at a lower dose, from 140 to 60 mg weekly.

FOS related: diarrhoea grade I was reported in three patients, and these were resolved without reduction 
or stopping the drug only with initial diet restrictions. 

Two patients presented grade IV neutropenia considered to be related to FOS by investigators. 
Neutropenia was recovered after 2 weeks of FOS was stopped. FOS was re-started in both patients, but 
neutropenia grade III appeared in one of them ,FOS was stopped in this case, and the patient lost 
response.

Tossicità accettabile



Passucci M et al. Br J Haematol 2023



C.C.
63 y.o
No significant
medical history



Fostamatinib
150 bid

Cholecistectomy



Comments

• Paziente definibile refrattaria?
• Perché non altro TPO prima di Fostamatinib?



S.E.
65 y.o
Arterial hypertension, 
hypercholesterolemia, 
glaucoma.

She works as a kindergarten 
teacher.



ELT 75mg/die

STOP ELT

HD-DEX + 
FOS 150/bid

ELT 50mg/die

ELT 25mg/die

ELT 
100mg/wk

Diarrhoea
FOS 

150mg/die Diarrhoea
FOS 

100mg/die

ELT 150mg/wk + 
FOS 150 mg/die



Comments

• Non riuscita sospensione TPO
• Minori dosi di TPO→minori oscillazioni piastriniche
• Minori dosi di FOSTA→minori effetti collaterali
• Combinazione→ ridotti episodi di ospedalizzazione



G.N.
68 y.o
Medical history includes
fibromyalgia and restless
legs syndrome.

She has been in follow-up
for MGUS IgGk since
2009.



Neuthropenia
STOP FOS

FOS 
150mg/bid

10 µg9 µg8 µg7 µg6 µg

FOS 
100mg/die



Comments

• ITP in discrasia plasmacellulare
• Neutropenia limitante sul dosaggio Fostamatinib
• Non più ospedalizzazioni ( fino alla combo numerosi ricoveri)
• Rituximab # Fostamatinib
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