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Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del  Ministero della Salute, è richiesta la 
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

• Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Consulenza ad aziende con interessi commerciali in campo sanitario (Novartis, Argenx)

• Fondi per la ricerca da aziende con interessi commerciali in campo sanitario (Novartis, Amgen, Grifols, Sobi)

• Partecipazione ad Advisory Board (Novartis, Amgen, Grifols, Sobi, Argenx)

• Titolarietà di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)
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• Rilzabrutinib is an oral, reversible covalent Bruton’s tyrosine kinase (BTK) inhibitor

• BTK is present in the signalling pathways of most types of WBC except for T-cells and plasma cells.

• Rilzabrutinib does not inhibit collagen-activated platelet aggregation





Primary endpoint: PLT response in patients starting on 400 mg bid (n = 45)

• Median treatment duration was 168 days (range 10-188) for the main treatment period and LTE
• 18 patients (40%) initiating 400 mg bid rilzabrutinib met the primary endpoint, defined as  

• ≥2 consecutive platelet counts ≥50×109/L and
• increased ≥20×109/L and
• no use of rescue medication in the 4 weeks prior to the latest elevated platelet count

• 16 of these 18 patients showed clinically relevant platelet counts of ≥50×109/L at any point in the first 8 weeks of study treatment

D Kuter et al.  New Engl J Med 2022;386:1421-1431







Primary endpoints: safety and durable PLT response
defined as platelet counts ≥50x109/L on ≥8 of the last
12 weeks of rilzabrutinib without rescue medication.
Achieved in 35% of patients.

Time to PLT ≥ 50 x 109/L

Median PLT count by visit

25% at day +15

35% durable response
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Avatrombopag for Adults with Early Versus Chronic ITP

Virk Z et al. ASH 2023 abstract 392

• multicenter, observational cohort study of all adult patients with primary or

secondary ITP 

• 4 US hospitals 

• to compare outcomes of 75 patients with newly diagnosed or persistent ITP 

versus patients with chronic ITP









Avatrombopag Plus Fostamatinib Combination Efficacy and Safety 
in Patients with ITP

Mingot Castellano CE et al ASH 2023 abstract 2596

• retrospective, multicenter, international, observational, non-interventional study 
• Spain and Norway
• 16 of 55 patients (29%) NR after at least two weeks of  AVA 
• In 6 of 16 FOS was combined to AVA 280 mg/weekly



Chemotherapy-induced Thrombocytopenia: Current Treatment Strategies

Dose delay/reduction

Potential treatment options for CIT

Platelet transfusion

TPO-RAs

Kuter DJ. Haematologica. 2022;107:1243-1263. Published 2022.

Dose Delay/reduction of chemotherapy could
result in suboptimal treatment outcomes, and risk
of suboptimal OS and PFS.

The role of platelet transfusion is limited in 
patients with solid tumors and CIT given its cost, 
limited availability, and short duration of effect

Active management of CIT with TPO-RAs is likely 
to improve oncologic outcomes, although 
additional data are needed. 
Phase 3 trials are ongoing.

Backgrounds
• CIT grade 3-4 affects 15-20% solid tumor patients (up to 70%)
• Reduction, dose delay of chemotherapy may negatively affect outcomes
• There are no established guidelines for CIT treatment
• NCCN Guidelines Ver. 1.2024: Romiplostim is Grade 2A recommendation in the management of CIT



Reference TPO-RAs

Wilkins et al
Abs

ROM Impact on OS from date of 
first exposure to Romiplostim

Solid 
tumors

- no OS advantage with Romiplostim
- lack of OS benefit across PLT count

Chen et al
Abs 1505

AVA Efficacy and safety 30 ALL 
children

- shorter G3-4 thrombocytopenia (3.36±1.77  
days vs. 4.7±2.46 days, P=0.019)

- shorter time to platelet recovery (7.9±2.63 
days vs. 9.76±2.77 days, P=0.01)

Chen et al
Abs 2862

AVA 40 
mg

Efficacy and safety 24 AL 
adults

- apparently positive results

TPO-RAs in Chemotherapy induced thrombocytopenia (CIT)



Use of Eltrombopag for Post-CAR T Cytopenias: A Multi-Institutional Experience

Wesson et al ASH 2023 abstract 2136; Eur J Hematol 2023

• 185 patients with NHL and MM were included in this retrospective analysis

• 163 (88%) experienced thrombocytopenia or leukopenia at day +30 post-CAR T

• 42 patients met institutional criteria for ELT treatment and initiated therapy

• Median time to initiation of ELT was 33 days (range 28-50) from infusion

• Median duration for the use of ELT was 63 days (range 32-172)

• No statistically significant differences in bleeding events in the ELT vs non-ELT groups

• No reported cases of DVT/PE after initiating ELT

• The use of ELT safe without any significant toxicities of thrombosis or MDS
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BAFF and APRIL are upregulated in ITP, and APRIL levels negatively correlate with platelet counts.
Inhibition of BAFF and APRIL may block the activation, differentiation and/or survival of B cells,
particularly antibody-secreting cells, as well as T cells and innate immune cells that drive the
pathogenesis of autoimmune cytopenias, including ITP

Broome C 
ASH ITP Friday

breakfast meeting



AE, adverse event; NR, no response. Mahévas M, et al. Haematologica 2021

Outcome at 
W12

Outcome at 
W24

Outcome at 
W36

Outcome at 
W52

9 CR 9 CR 10 CR 10 CR

4 R 4 R 2 R 2 R

2 NR 2 NR 3 NR 3 NR

Rituximab + belimumab in ITP

Efficacy

• ORR at week 12: 87% (13/15), with 60% CR

• ORR at week 52: 80% (12/15), with 66% CR

Among responders, one patient in CR relapsed after a 

follow-up of 18 months

Safety:

- No infusion-related reactions with belimumab

- No severe infections

- No severe hypogammaglobulinemia, although

significant decrease in IgG and IgM titres

Phase 3 clinical trial ongoing (RITUX-PLUS 2)

Rituximab + scBelimumab vs Rituximab + 

placebo



Ianalumab has a novel dual MoA

1.  Direct ADCC-mediated depleTon of B cells

2.  Blockade of BAFF-R-mediated signaling, involved

in B-cell differenTaTon, proliferaTon and survival

Ianalumab

Modified TACI-Fc fusion protein
Dual BAFF and APRIL inhibition

VAI736 program
in ITP
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Schett et al Lancet 2023



Schett et al Lancet 2023



chimeric autoancbody
receptor (CAAR) T cells

chimeric antigen
receptor (CAR) T cells

CAR-modified T
regulatory cells (Tregs) 

Blache et al 2023



ASH 2023 Abstract 688









Conclusion:

• This study demonstrates the effectiveness of CD19 CAR-T cell therapy 

in treating thrombocytopenia by suppressing plasma and B cells in a 

mouse model of active ITP

• These findings provide valuable insights into the potential therapeutic 

application of CD19 CAR-T cell immunotherapy for ITP




