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“The sponsor (Sanofi) and first author designed

the trial in collaboration. The conduct of the trial

was overseen by the sponsor. Data were collected

by the investigators and analyzed by the sponsor.

The first draft of the manuscript was written by

the first author, and medical writing assistance

was paid for by the sponsor.”



Rilzabrutinib

(PRN1008)

is an oral, reversible, 

potent BTK inhibitor

Covalent binding => long BTK-target engagement and durable inhibition with limited drug exposure is accompanied by

rapid systemic clearance, which reduces the potential for off-target toxic effects.

High specificity => decrease the risk of off-target toxic effects (e.g., atrial fibrillation) by means of the PI3K–AKT

signaling pathway, which is associated with other BTK inhibitors

In contrast to the known effects that have been observed with other BTK inhibitors, rilzabrutinib use did not alter

platelet aggregation in healthy volunteers or in patients with immune thrombocytopenia

Rilzabrutinib au cours du PTI : mécanisme d’action



Phase 1–2 trial to identify a safe and effective rilzabrutinib dose in patients with immune thrombocytopenia 

to be tested in phase 3 trials.

Critères d’inclusion :

- 18 to 80 years of age (or 18 to 65 years of age in the Czech Republic and Norway) 

- Platelet counts < 30×103/mm3 on two occasions ≥ 7 days apart within the 15 days before trial entry 

- Response to at least one previous therapy for ITP (including splenectomy) 

- but no response to the previous or concomitant therapy maintained at baseline

(Only stable concomitant therapy with a glucocorticoid or TPO-Ra with no more than a 10% change in the 

dose within the 2 weeks before the initiation of rilzabrutinib was allowed throughout the treatment period)

Eligible patients (≥50×103/mm3 or ≥30×103/mm3 AND x2 of the baseline count for ≥50% of the patient’s final 8

weeks of rilzabrutinib therapy): long-term extension study at a dose of 400 mg x2/d

Treatment was discontinued if a dose-limiting toxic effect occurred, rescue medication was used, or

concomitant medication for ITP was changed beyond the 10% level as defined above



Phase 1–2 trial to identify a safe and effective rilzabrutinib dose in patients with immune thrombocytopenia 

to be tested in phase 3 trials.

Critères d’exclusion :

- pregnant or lactating women, 

- treatment with rituximab or splenectomy ≤ 3 months

- Electrocardiogram QTcF >450 msec (males)/>470 msec (females)

- ongoing need for proton pump inhibitor drugs

- concomitant use of strong-to-moderate CYP3A4 inducers/inhibitors or sensitive substrates

- planned or concomitant use of anticoagulants or platelet aggregation inhibiting agents

- Current drug or alcohol abuse

- a history of solid organ transplant

- positive screening for HIV, hepatitis B or hepatitis C virus



600 mg/d

800 mg/d

Rilzabrutinib was administered as an intrapatient dose-

escalation treatment utilizing a 3+3 study design.

If no responses were observed at a particular dose level in

3 patients from the sentinel cohort for 28 days, the next

higher dose was considered the starting dose.

If response was observed at the low dose in 1 of 3

patients, then 3 more patients were added to the cohort.

If a patient experienced a platelet response, then the dose

was held constant at the next cycle.

Intrapatient dose escalation was allowed every 28 days to 

improve responses up to the maximum 

allowed 400 mg bid dose.

The initial trial protocol 

specified a treatment 

period of 12 weeks; 

this was subsequently 

extended to a 24-week 

treatment period 

followed by a 4-week 

safety follow-up period.



The primary end points were safety and platelet response. 

Safety: graded according to the Common Terminology Criteria for Adverse Events, version 4.0, of the NCI

Platelet response: at least 2 consecutive platelet counts (separated by ≥5 days) of at least 50×103/mm3 and an 

increase from baseline of at least 20×103/mm3 without the use of rescue medication for ITP in the 4 weeks before the 

latest elevated platelet count

Secondary efficacy end points: 

- % of weeks with a platelet count ≥50×103/mm3

- % of patients who had a platelet count ≥50x103/mm3 at four or more of the final eight platelet count 

- the change from baseline to the mean of the post–day 1 platelet counts among patients who had received more 

than 4 weeks of treatment

- the number of weeks with a platelet count ≥50×103/mm3

- the number of weeks with a platelet count ≥30×103/mm3

- the time to the first platelet count ≥50×103/mm3

Secondary safety end points:

- rescue medication use

- % of patients with a bleeding event of grade 2 or higher

- bleeding scale scores (according to an ITP–specific bleeding assessment tool) at the end of the treatment period

Post hoc analyses of secondary efficacy end points

were conducted in patients with a response

Post hoc subgroup analyses of the primary efficacy end point

to evaluate the potential effect of patient and ITP

characteristics at baseline.



*All 45 patients who started rilzabrutinib treatment at the highest dose (400 mg twice daily) continued at that dose with no dose reductions or interruptions due to 

adverse events and no dose-limiting toxic effects

Overall, 40 patients received concomitant medication 

(not including rescue medication)

(aRTPO n=24 and glucocorticoids n=23)

*



« No other signs or symptoms

of adverse events that have

been typically associated with

BTK inhibitors (i.e.,

neutropenia, treatment-related

infection, bleeding, thrombotic

events, fungal infection, or

atrial fibrillation) »

1 décès, non lié au ttt d’après l’investigateur : arrêt du rilzabrutinib (400 mg twice daily) à J8

“exacerbation” d’un Sd d’Evans pré-existant (PTI + AHAI + neutropénie A-I) avec décès à M4 après sortie de l’étude





1 of 9 patients (11%) met the primary end point at a dose of 200 mg/d 

2 of 8 (25%) at a dose of 400 mg/d

4 of 12 (33%) at a dose of 300 mg x2/d

and 20 of 52 (38%) at a dose of 400 mg x2/d (the highest dose)

Aucun patient avec plaquettes >400 x103/mm3





Conclusion / Discussion

- Nouveau médicament ciblant différents mécanismes physiopathologiques impliqués dans le PTI 

- Toxicité “faible”/low grade aux doses évaluées, en accord avec les données cliniques précoces (sujets sains et étude

préclinique) 

- Absence d’infection, d’évènements thrombotiques, d’arythmies cardiaques ++, d’intolerance hépatique, ou de 

saignements comme associés avec d’autres inhibiteurs de BTK ou sous aRTPO (mais effectif et suivi limités ++…) 

- Réponse plaquettaire “cliniquement significative” (≥50×103/mm3) chez 40% des patients

- Chez des patients atteints de PTI multitraités

- Temps de R médiane (1ère NFS ≥50×103/mm3) 11,5 jours ; 

- Niveau de réponse maintenu 65% du temps chez les répondeurs pendant les 24 semaines de l’étude

- Taux de réponse ≈ similaires entre sous-groupes de patients / baseline characteristics

=>  randomized, double-blind, phase 3 trial comparing rilzabrutinib with placebo in adults and adolescents (≥12 years 

of age) with persistent or chronic immune thrombocytopenia (LUNA3; ClinicalTrials.gov number, NCT04562766) is 

ongoing to assess the magnitude and durability of clinical benefit with rilzabrutinib treatment



Ttt de 2nde ligne du PTI : quel rapport coût-efficacité ?
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Ttt de 2nde ligne du PTI : quel rapport coût-efficacité ?


