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First line treatments

• Steroids
– Prednisone, 1 mg/kg/j, short course+++
– Dexamethasone, 40mg/j pdt 4 j
– High dose methylprednisolone

• IVIg
• Platelet transfusion

Bleeding score is 
useful!



High-dose dexamethasone compared with prednisone for previously untreated
primary ITP: a systematic review and meta-analysis

Figure 2: Platelet count responses in adults after treatment with high-dose dexamethasone versus standard-dose prednisone
(A) Overall response at 6 months or longer after treatment. (B) Overall response within 14 days of treatment.

Mithoowani S, et al. Lancet Haematol 2016;3:e489–e496. 

Similar long-term
response

More rapid
response



IgIV et PTI

• ATTENTION PENURIE !
• Uniquement pour les malades qui en ont 

besoin!
• A la bonne posologie!
– 1 g/kg J1 uniquement et 1 g/kg à J3 si pas de 

réponse
– 1 g/kg J1 et J2 uniquement si urgence vitale

• Attention aux effets secondaires





PNDS 2017



ITP duration

Dg 12 mths3 mths

Newly diagnosed 
ITP

Persistant ITP Chronic ITP

Standardization of terminology, definitions and outcome 
criteria in immune thrombocytopenic purpura of adults 
and children: report from an international working group 
F Rodeghiero et al

BLOOD, 12 MARCH 2009; 113, 2386-93

« Acute » 0 to 6 mths 



Second line treatments

• Eradication of H Pylori
• Dapsone – Danatrol
• Rituximab
• TPO-Ras
• Immunosuppressants
• Splenectomy
• Anti Syk (fostamatinib)*
* Réservé aux échecs des traitements de seconde ligne



Dapsone and ITP

PROS
• 30 to 50% of response rate
• Not expensive
• Well tolerated

CONS
• Cutaneous hypersensitivity
• CI G6PD deficiency
• Relapse if stopping
• Not effective in 

splenectomized patients
• Absence of license

Rodrigo et al, J Thrombos Haemost 2013; 11:1946-53



Rituximab: efficacy for ITP

• Arnold et al.1 systematic review (2007)
– 313 patients across 19 studies
– ORR*: 62.5%
– Median time to response: 5.5 weeks (range: 2–18)
– Median response duration: 10.5 months (range: 3–20)

• Auger et al.2 meta-analysis (2012)
– 368 non-splenectomised patients across 19 studies
– ORR*: 57%
– CR†: 41.5%

1. Arnold D, et al. Ann Intern Med 2007;146:25–33; 
2. Auger S, et al. Br J Haematol 2012;158:386–9.

*Platelet count >50 x 109/L; †differed between studies (platelet count 
>100 x 109/L or >150 x 109/L)
CR, complete response; ORR, overall response rate.



§ Anti CD20 (rituximab, veltuzumab): PRO
§ Good short term-response (50-60%)
§ Relatively not expensive
§ Simple to administer (fixed dose 1g D1 - D14)
§ Good safety with acceptable risk of infection
§ But modest long-term response (20-25%)

djaskdjs

§ Outlook:
§ How can we obtain better long-term results?

§ Associate RTX with other Tt? 
§ Maintenance treatment?



Median time to relapse: 25 months

Safety and efficacy of rituximab in adult 
immune thrombocytopenia: results 
from a prospective registry including 
248 patients
Khellaf M, et al. Blood 2014;124:3228–36 

Rituximab and ITP: modest long term response

Rituximab as second-line treatment for 
adult immune thrombocytopenia (the RITP 
trial): a multicentre randomised, double-
blind, placebo-controlled trial
Ghanima W, et al. Lancet 2015;385:1653–61

RTX
(n=55)

Placebo
(n=54) P

Median duration of 
complete response

(weeks)

76
(32–NR)

49
(20–95) 0.19

NR, not reached.



Rituximab and ITP
How can we obtain better

long-term results?

• Better selection of the patients?
– Predictive factors of sustained response?

• Repeated infusions ?
• Use other CD20 ?
• Associate rituximab with dexamethasone ?



Rituximab and ITP: repeated 
infusions

a In 2 patients, a more prolonged follow-up was required to be able to evaluate the duration of the response to retreatment.

M, months; R, response. Deshayes S, et al. Am J Hematol. 2019;94:1314-24.
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In cases of response to the first 
course, 92% of responses were 

observed after the second course

In 54% of cases, the duration of 
response to the second course was 

increased



Rituximab and ITP: rituximab + 
belimumab

• B cell activating factor is involved in the 
failure of rituximab in ITP

• Single-arm, prospective, phase 2b trial
• Rituximab at a fixed dose of 1 g 2 weeks 

apart combined with 5 infusions of 
belimumab at W0, W0 + 2 days, W4, W8, 
and W12

• 15 non-splenectomized adult ITP 
patients

• At W52, 12 (80%) patients achieved an 
overall response

• No severe AEs, infections, or severe 
hypogammaglobulinemia were observed

AE, adverse event; NR, no response.

Mahévas M, et al. Haematologica. 2020 Aug 6 [Epub ahead of print].
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Efficacy of rituximab + belimumab in adults with 
persistent and chronic ITP



TPO-r mimetics

Romiplostim (Amgen)
AMG 531

Fc ↑ half-life
Subcutaneous injection once a week
Dosage 1 µg/kg to 10 µg/kg

Eltrombopag (Novartis)

Per os once  a day
Dosage 50 to75 mg



TPO-mimetics and ITP

PROS
• Evidence based medicine
• Effective
• Effective in splenectomised

patients
• Sustained response
• Good short-term safety
• Possible to switch
• License

CONS
• Continued use required?
• Long-term safety?
• Fluctuating effect
• Cost

UNMET NEEDS
• Mechanism of failure?
• Mechanism of fluctuating effect?
• Sustained response after 

withdrawal?



TPO mimetics: It is possible to switch
Khellaf et al, Haematologica 2013; 98: 881-7.
Gonzalez-Porras JR et al et al, Br J Haematol 2014
Kutter el al, Int J Hematol 2015



Sustained response after stopping TPO-RAs is
possible

Ghadaki et al, Transfusion 2013; 53: 2807-2812
Mahévas et al, Br J Haematol 2014; 165: 865-9

Gonzales-Lopez et al, Am J Hematol 2015; 90: E40-E43. 

Patient 1: 59-year-old female.  
Romiplostim at a starting dose of 
1.0 mg/kg. ITP for 7.8 years and 
she received 5 prior ITP 
treatments, including
splenectomy 5 years earlier. 
Before starting romiplostim, the 
PLT count was 20 G/L.

Ghadaki et al, Transfusion 2013; 53: 2807-2812



Romiplostim 
15μg/kg.bw

Kutter et al, Lancet 2008; 
371:395-403

Olmes et al, NEJM 2012; 367:11-
19

Eltrombopag
300mg/d

TPO-r+, can we increase the dose ?



TPO mimetics in the real life….

• Can we use it during pregnancy?   NO
• Can we use it if renal failure?   YES
• Can we use it if liver disease?   BE CAREFUL
• I want to stop it:   NOT ABRUPTLY
• What can we do if thrombosis:   ????
• Is a good option for SLE and/or APS:   NO (+/-)
• Is a good option for emergency:   YES and NO
• Is a good option for elderly:    WHY NOT





Mycophenolate Mofetil for First-Line Treatment of Immune 
Thrombocytopenia

• Multicenter open-label, randomized, controlled
trial 

• Glucocorticoid alone vs MMF combined with
glucocorticoid 25–75 mg for 12 weeks plus pulsed
dexamethasone, 40 mg daily for four consecutive
days every four weeks for 1–3 courses 

• Primary endpoint: Treatment failure after 2 years
of FU 

• 120 patients included, 13 (22%) exhibited failure
in MMF group vs 27 (44%)  in the GC group 
(P=0.008)

• Worse HQL in MMF group

Bradbury et al, NEJM 2021



Splenectomy is still indicated for ITP!

PROS
• Experience!!!
• Effective!!!
• Safe, and possible to prevent complications
• Low cost
• Respect of ASH guidelines and « licence »

BUT UNMET NEEDS…
• Long-term response???
• Long-term safety???
• Value of isotopic study to predict sustained response?



• Infection
• Malignancy?
• Vascular complications
– Arteriothrombosis
– Venous thrombosis
– Cardiovascular events
– Pulmonary hypertension

Complications of splenectomy

Crary S and Buchanan G. Blood 2009;114:2861–8; Vianelli N, et al. Haematologica 2012;98:875–80; 
Kristinsson S, et al. Haematologica 2014;99:392–8; Ruggeri M, et al. J Thromb Haemost 2014;12:1266–73.



Results
• Initial response: 144/185 (77.8%)
• Relapse: 23/144 (12.4%)
• Sustained response: 121 (65.4%)

Trend to worse response
during the last period

Percentage of response to splenectomy
according to pattern of response of 
previous treatments
• If TPO-RA failure: 50%
• If TPO-RA + Rituximab failure: 46%
• If > 6 drugs before splenectomy: 46%

2011-2013

2014-2016

2017-2020



Results
TPO-RAs treatment

n= 100 

Response**
n=57

Failure*
n= 43

Splenectomy

Reintroduction of the TPO-RA 
which had previously failed*

n=21

Failure
n=8

Response
n=13

Reintroduction of the TPO-RA 
which had previously

succeeded
n=31

Failure
n=3

Response
n=28

Pattern of response to TPO-RAs before and after splenectomy

Before

After



Placebo Fostamatinib

Stable response 2% 18%

Overall response 14% 43%

Patients with chronic ITP (duration >5 years) and refractory to 
several therapeutic options (spl 35%, RTX 32%, IS 44%)

Fostamatinib for treatment of adult persistent and chronic ITP: 
results of two Phase 3, randomised, placebo-controlled trials

Bussel J, et al. Am J Hematol 2018;93:921–30. IS, immunosuppressant.
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Fostamatinib and ITP: post-hoc analysis of the phase 
3 clinical study data

• Evaluated the response in ITP 
patients for whom fostamatinib was 
second-line therapy as well as third-, 
fourth-, or 
fifth-line therapy 

• Platelet response rate was 78% in 
second-line therapy patients and 
decreased with each successive line 
of therapy

• The most common AEs in the 32 
second-line therapy patients vs the 
total population were hypertension
(31% vs 22%), diarrhea (25% vs 36%), 
and upper respiratory tract infection
(16% vs 12%)

Cooper N, et al. Br J Haematol, 2020, 190, 933–938 

Platelet response (≥ 50,000/μL at any visit in 
the absence of rescue) by line of therapy

Second line
n = 32

Third line
n = 42

Fourth line
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Splenectomy

Anti-CD20

Prednisone
orDXM

H.pylori
eradication

TPO-
mimetics

Treatment of 
ITP:

Absence of 
consensus

Dapsone
Danazol

Fostamatinib



Factors that may influence the 
choice of treatment

• Patient and physician’s preferences
• Co-morbidities, age
• Cost
• Restrictions imposed by health funding 

authorities or insurance

djaskdjs

Ghanima et al, Blood 2012;120:960-969



Options as second-line treatment and choice based on the following factors:

Factors
Second line options

Splenectomy Rituximab
*

TPO-RAs Dapsone*, 
danazol*

Presence of Restriction on use of TPO-Ras /rituximab by 
health funding authorities

PROS CONS CONS

Patient’s and physician’s preferences PROS PROS PROS PROS**

Newly diagnosed or persistent ITP (chronic <1 year) CONS

Presence of severe co-morbidities CONS

Elederly, Presence of severe cognitive impairment Use Romiplostim
in priority for a 

better
compliance

Elderly, Poor life expectancy CONS

History of severe infection, hypogammaglobulinemia, 
previous prolonged treatment with steroids or
immunosuppressive drugs

AVOID AVOID PROS

History of thrombosis AVOID PROS AVOID AVOID for 
danatrol

Splenic destruction of platelet in isotopic study if 
available* 

PROS

•off-label use 
•** for patients with minor or no bleeding manifestations (avoid danazol in men with an history of prostate cancer)



Characteristics, outcome and response to therapy of multirefractory 
chronic immune thrombocytopenia

Mahévas M et al. Blood. 2016 Sep 22;128(12):1625-30



Audia et al, J. Clin. Med. 2021, 10, 1004. 



Rilzabrutinib, an oral BTK inhibitor, in immune thrombocytopenia
Kuter at al, NEJM 2022; 386: 1421-31.

• BTK: B-cell maturation, Ab production and Fc 𝑔𝑎𝑚𝑚𝑎 signaling
• Rilzabrutinib: BTK –
• Open study, dose escalating, 24weeks
• Median age 50 yrs (19-74)
• Platelet count 15 (2-33) G/L
• Median of 4 previous Tt (TPO-Ras 58%, rituximab 40%, splenectomy 25%
• Primary endpoint (plt > 50 G/L): 40%
• No grade 3 or 4 side effect



How has the way we treat ITP changed over the last decade?
Summary

0–3 months 3–12 months >12 months

Steroids
IVIg

Cytotoxic
agentsSplenectomy

Newly 
diagnosed Persistent Chronic

2015

Rituximab
TPO-RA

IVIg, intravenous immunoglobulin.



Steroids
IVIg

Cytotoxic
agentsSplenectomy

Rituximab
TPO-RAs

2022
- Rituximab before TPO-RAs?
- TPO-RAs before rituximab?
- Transient treatment with TPO-RAs?
- Rituximab with dexamethasone?

Questions?

How has the way we treat ITP changed over the last decade?
Summary

0–3 months 3–12 months >12 months

Newly 
diagnosed Persistent Chronic

IVIg, intravenous immunoglobulin.



¤ Better knowledge of 
pathophysiology

¤ To determine pronostic 
factors

-Chronicity
- Response to treatment

Prospective


