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ITP: From Steroids, Splenectomy & Salvage to Numerous Targeted 

Therapies in Two Decades

3

Jiang et al., Transfusion Med Reviews 2022



The Major Types of ITP Therapies Under Investigation
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Al-Samkari H. Amer J Hematol 2024



Novel Agents for ITP: Neonatal Fc Receptor Antagonists
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Jiang et al., Transfusion Med Reviews 2022
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Efgartigimod Competitively Inhibits FcRn

Broome et al., Blood (2022) 140 (Supplement 1).
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Efgartigimod Phase 3 Study (ADVANCE IV) Platelet Counts
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Broome et al., The Lancet 2023

Platelet Counts Over Time



Efgartigimod Phase 3 Study (ADVANCE IV) IgG Levels Fell 60%
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Mean % Change from Baseline in Total IgG Levels over Time

Broome et al., The Lancet 2023



Efgartigimod Phase 3 Study (ADVANCE IV) Endpoints
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a All endpoints were statistically tested in a fixed sequence to maintain an overall statistical significance level or alpha value of 5%. Although endpoints were subjected to a 

hierarchical testing procedure nominal p-values are always less than than 0.05 for platelet-based endpoints
b Analyzed on Full Analysis Set  
c Chronic population (per protocol)
d Chronic + persistent population (per protocol)

Broome et al., The Lancet 2023



Novel Agents for ITP: Bruton’s Tyrosine Kinase Inhibitors
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Jiang et al., Transfusion Med Reviews 2022



Effects of BTK Inhibition
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Kuter et al., Ther Adv Hematol 2023



BTK Inhibitor for ITP: Rilzabrutinib
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Kuter et al., New Engl J Med 2022



BTK Inhibitor for ITP: Rilzabrutinib
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Kuter et al., New Engl J Med 2022



BTK Inhibitor for ITP: Rilzabrutinib
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Kuter et al., Blood 2020



BTK Inhibitor for ITP: Rilzabrutinib
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Kuter et al., Blood 2020

1 µM Rilzabrutinib − 
Healthy Volunteers

1 µM Ibrutinib − 
Healthy Volunteers

1 µM Rilzabrutinib − 
ITP Patients



BTK Inhibitor for ITP: Rilzabrutinib
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Kuter et al., Blood 2021



BTK Inhibitor for ITP: Rilzabrutinib
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Kuter et al., ASH Plenary Session 2024

• LUNA 3 Adult ITP Results presented at ASH 2024 Plenary Session

• N=133 randomized to rilzabrutinib, N=69 randomized to placebo, similar baseline 

characteristics

– Median 5 prior ITP therapies, median duration of ITP 8.1 years

• Platelet response achieved in 65% RIL, 33% PBO

• Durable response achieved in 29% RIL

• 52% rescue therapy in RIL arm vs PBO arm

• Significant and clinically meaningful improvements in physical fatigue (ITP-PAQ)

• More diarrhea, nausea, and headache in RIL vs. PBO



Novel Agents for ITP: Novel SYK Inhibitors
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Jiang et al., Transfusion Med Reviews 2022



Inhibition of the Spleen Tyrosine Kinase
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Deng et al., Frontiers in Immunology 2016



Sovleplenib in ITP: Phase 2 Study
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Liu et al., Lancet Haematol 2023



Sovleplenib in ITP: Ph3 ESLIM-1 Study
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Hu et al., Lancet Haematol 2024



Sovleplenib in ITP: Ph3 ESLIM-1 Study
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Hu et al., Lancet Haematol 2024



Sovleplenib in ITP: Ph3 ESLIM-1 Study
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Hu et al., Lancet Haematol 2024



Cevidoplenib in ITP
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• International randomized phase 2 trial (NCT04056195) has been completed

• Positive topline results announced in press release form

• Full results from this trial are awaited



Novel Agents for ITP: Anti-CD38 Antibodies
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Jiang et al., Transfusion Med Reviews 2022



Daratumumab to Treat ITP
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Mezagitamab (TAK-079) to Treat ITP
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ISTH June 2024: 

Positive phase 2 

randomized, 

PBO-controlled 

mezagitamab 

study in ITP

Response rate 

~80%, favorable 

side-effect profile

Ph3 ongoing

Kuter et al., ISTH 2024



CM313 to Treat ITP
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Chen et al., NEJM 2024



Novel Agents for ITP: BAFF-R and BAFF/APRIL Inhibition
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Jiang et al., Transfusion Med Reviews 2022



Ianalumab (VAY736) in ITP
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Dual mechanism of action:

1) BAFF-R blockade

– Prevents activation and 

differentiation of B-cells and 

induction of long-lived plasma cells

– May overcome rebound/resistance 

mechanisms (including loss of 

CD20, BAFF-driven B-cell 

hyperactivation)

2) Enhanced ADCC-mediated B-

cell depletion

– Provides more potent, sustained B-

cell depletion in blood and tissues



Ianalumab (VAY736) in ITP: VAYHIT1 Study
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Cooper et al. HemaSphere 2023



Ianalumab (VAY736) in ITP: VAYHIT2 Study
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Zaja et al. HemaSphere 2023



Ianalumab (VAY736) in ITP: VAYHIT3 Study
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VAYHIT3 Study Design



VAYHIT3 Interim Results ASH Abstract
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Kuter et al., ASH 2024

• 39 patients enrolled by data interim analysis cutoff date, 10 completed 6 months 

of therapy (or discontinued by data cutoff)

• 8 completed 4 infusions, 2 discontinued

• Median time from diagnosis 3 years, but heavily pretreated

• 5 patients (50%) achieved confirmed response (Plt ≥50K at ≥2 assessments at 

least 7 days apart), 4 of which achieved this within the first 8 weeks

• Mild-to-moderate infections and infusion reactions noted



Povitacicept (ALPN-303) in ITP

35

Blair et al., ACR Convergence 2023



Povitacicept (ALPN-303) in ITP: RUBY-4 Study
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Questions?

37
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