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1. WHAT IS SECONDARY  ITP ?



Blood 2009



Areas of uncertainty

• Evans’ syndrome ? => combination of AIHA and ITP ± AIN, ES also classified as
primary of secondary1

• Thyroiditis : should be rather seen as associated immune diseases occurring on a
genetically predisposed background rather then true causes of ITP

• ITP in pregnancy => not truly secondary ITP but rather a transient predisposing
state for developing ITP !

• MGUS2 => fortuitous association or monoclonal gammopathy of clinical
significance (as CAD) ? Needs further investigations…

• Myelodysplastic syndrome => some thrombocytopenic patients may respond to
ITP treatment…

• Genetic predisposition ? Somatic mutations (elderly)?

1 Michel M et al. Blood.2009
2 Mahevas M et al. Blood 2016



The diagnosis of secondary ITP is clearest when remission follows an intervention 
to treat the underlying disorder such as eradication of infection (e.g., H. pylori). 

In other situations, the relationship is assumed based on co-existence 
of other disorders (such as SLE and APS)

Waiting for new consensus/recommandations !



2. PREVALENCE OF SECONDARY ITP AND MAIN 
CAUSES ?



Data from France => up to 20% of 
secondary ITP

Cines et al. Blood 2009
Moulis G et al. Blood 2014



Moulis G et al. Blood 2014



Main causes of secondary ITP (adults)

Underlying background Causes

Infections • Virus: HIV, HCV, (HBV, HAV), CMV, EBV, Parvovirus B19, Zika, SARS-COV2…
• Bacteria: H pylori, Myc. tuberculosis, Mycoplasma pneumoniae..

Systemic autoimmune /inflammatory
diseases

• SLE, antiphospholipid syndrome, systemic sclerosis, primary Sjögren
syndrome, sarcoidosis…

Malignancies • Mostly B-cell lymphoma: CLL, MZL, mantle-cell lymphoma
• Hodgkin lymphoma
• Myeloma, CMML
• Angioimmunoblastic T-cell lymphoma
• Renal carcinoma, other solid tumors..

Primary immunodeficiency • CVID; IgA deficiency
• ALPS
• Wisckott-Aldrich syndrome

Drugs • Antibiotics, NSAIDs, anticonvulsivants, diuretics..
• Check-point inhibitors => an emerging cause of DIITP
• Alemtuzumab
• Vaccines

Miscellaneous • Post-transplant (allogeneic BMT)



3. Can we learn something about the pathophysiology ?



Checkpoints Exist at Multiple Stages of the Immune Response



Checkpoints Exist at Multiple Stages of the Immune Response

Bystander cells engage in a response 

No long-lived memory





Checkpoints Exist at Multiple Stages of the Immune Response

Germinal center activation

Common variable immunodeficiency

Romberg; JACI 2018

Germinal center !
Germinal center !

More generally inborn error of immunity
ITP patients with known genetic insufficiency in genes 
implicated in controlling B and T cell selection



Checkpoints Exist at Multiple Stages of the Immune Response

Angioimmunoblastic T-cell lymphoma

Crickx EJH 2019

Plasmablast activation

PATHOGENIC TFH CELLS !



Checkpoints Exist at Multiple Stages of the Immune Response

Systemic lupus



Aster JHT2010
Marini. Haematologica 2022

Antibody recognize a 
complex GP/drug

Antibody change affinity
with complex GP/drug



Aster JHT2010
Marini. Haematologica 2022

Antibody recognize a 
complex GP/drug

Antibody change affinity
with complex GP/drug

Checkpoint inhibitor
T cell tolerance

breakdown



4. DOES SEARCHING FOR AN UNDERLYING DISEASE / 
CONDITION / IMMUNOLOGICAL STATUS MATTER FOR 
THE MANAGEMENT OF ITP?



Main causes of secondary ITP (adults)

Underlying background Causes

Infections • Virus: HIV, HCV, (HBV, HAV), CMV, EBV, Parvovirus B19, Zika, SARS-COV2…
• Bacteria: H pylori, Myc. tuberculosis, Mycoplasma pneumoniae..

Systemic autoimmune /inflammatory
diseases

• SLE, antiphospholipid syndrome, systemic sclerosis, primary Sjögren
syndrome, sarcoidosis…

Malignancies • Mostly B-cell lymphoma: CLL, MZL, mantle-cell lymphoma
• Hodgkin lymphoma
• Myeloma, CMML
• Angioimmunoblastic T-cell lymphoma
• Renal carcinoma, other solid tumors..

Primary immunodeficiency • CVID; IgA deficiency
• ALPS
• Wisckott-Aldrich syndrome

Drugs • Antibiotics, NSAIDs, anticonvulsivants, diuretics..
• Check-point inhibitors => an emerging cause of DIITP
• Alemtuzumab
• Vaccines

Miscellaneous • Post-transplant (allogeneic BMT)

Wait until the disease is
spontaneously cured (ex
COVID)

Treat infection if its course
is chronic (ex HP in Japan,
HIV, VHC)

Could evolve as a chronic disease



Main causes of secondary ITP (adults)



Aster JHT2010
Marini. Haematologica 2022

When should DITP be suspected?

➢ Drug administration preceded thrombocytopenia; recovery from

thrombocytopenia is complete and sustained after drug

discontinued

➢ Other etiologies of thrombocytopenia excluded

➢ Re-exposure to the drug resulted in recurrent thrombocytopenia



Immune thrombocytopenia in patients treated with immune checkpoint inhibitors 

Similar with Delanoy. Lancet Heamatol 2019 Leaf, blood 2026



Underlying background Causes
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ITP secondary to SLE/APS 

ITP

APSSLE

➢ SLE represents an estimated 2–5% of the various forms of secondary ITP
Cines et al, Blood 2009, Moulis et al, blood 2014

➢ ANA titre ≥1:160 = 30-40% of adult’s ITP

➢ But the incidence of systemic lupus
after a diagnosis of primary ITP seems
low in two cohorts of patients with
primary ITP based on nationwide
electronic health records in Taiwan (n
= 723) and in France (n = 9589). The
5-year cumulative incidences were
4.8% and 1.9 (95% CI: 1.6–2.2)
respectively.

Zhu et al, ARD 2020, Maquet et al ARD 2021



ITP secondary to SLE/APS 

ITP

APSSLE

➢ 2-5% estimated fraction of the various forms of secondary ITP 
Cines et al, Blood 2009, Moulis et al, blood 2014 ➢ Thrombocytopenia is common during SLE (15-25 %)

But « true » ITP is rare in only 3-5 % of cases

Gonzalez et al. Sem in Arthritis Rheumatism 2024
Antonis Fanouriakis et al. Ann Rheum Dis 2021

➢ Thrombocytopenia is common during 
Antiphospholipid syndrome (APS) (15-30%)
But ITP is rare 
Cohen et al, JTH 2020, Sorin et al, submitted 

➢ ANA titre ≥1:160 = 30-40% of adult’s ITP

➢ But the incidence of systemic lupus
after a diagnosis of primary ITP seems
low in two cohorts of patients with
primary ITP based on nationwide
electronic health records in Taiwan (n
= 723) and in France (n = 9589). The
5-year cumulative incidences were
4.8% and 1.9 (95% CI: 1.6–2.2)
respectively.

Zhu et al, ARD 2020, Maquet et al ARD 2021



Are there implications for clinical practice?”



Hydroxychloroquine good second-line treatment for ITP and positive 
antinuclear antibodies

« …No patient stopped HCQ because of a 

side-effect. HCQ appears to be a safe and 

effective second line treatment for patients 

with SLE-ITP or ITP and high titer of 

ANA… » 

Khellaf et al, Am J Hematol 2014

ORR = 60%



• 40 ITP cases
• Average of 3.1± 1.3 treatments prior to RTX including

steroids (100%), and hydroxychloroquine (90.3%).
• ORR : 87%
• Median follow-up after the first injection of RTX was

24.6 months [12.6-61.2].
• 41% of the initial responders relapsed and re-

treatment with RTX was successful in 94%.
• No cases of of opportunistic infections of RTX-induced

neutropenia were observed.

Can Rituximab be Useful for Treating SLE-Associated Immune Cytopenias? 
Results from a Retrospective Multicenter Study on 71 Patients 

Serris et al, Am J Hematol 2018



French experience of TPO-RAs in ITP associated with SLE and APS

Marques et al , Am J Hematol 2025

We assessed the safety and the efficacy of TPO-Ras in a large retrospective cohort

• Three groups of ITP patients:
✓ SLE or incomplete SLE without APL Ab
✓ SLE or incomplete SLE with APL Ab but no APS
✓ Primary or secondary APS (i.e. associated with SLE)

Thrombotic events (TE) after first TPO-Ras initiation 



French experience of TPO-RAs in ITP associated with SLE and APS

SLE or lupus 
antibodies without

APL Ab (n=37)

Definite or incomplete
SLE with  APL but no APS 

(n=27)

APS (primary or 
associated with SLE) 

(n=16)

Presence of APL Ab 0 LA: 37%, triple +: 11.1% LA: 69.9%, triple +: 43.8%

Associated TE risk factor* 66.7% 52% 76%

History of previous TE 21.6% 14.8% 100%

TPO-RAs ELT 59.5%, ROM 18.9%
ELT and ROM: 21.6%

ELT: 37%, ROM 11.1%, 
ELT and ROM: 51.9%

ELT: 43.8%, ROM: 25%
ELT and ROM: 31.3%

Duration of FU (median years, 
IQR)

3.70 (2.38) 3.69 (4,37) 2.12 (4.36)

Number of TE during FU (%) 3 (8.1%) 6 (22.2%) 8 (50%)

Type of TE Venous: 2, arterial : 2 Venous: 4, Arterial: 5 Venous: 1, Arterial: 7

Duration of TPO-RAs before TE 
(median DAYS, IQR)

365 (94-1095) 187 (7-4380) 30 (15-122)

Marques et al , Am J Hematol 2025

Only 3 patients in this group experienced TEs
despite a high prevalence of TE risk factors.

This percentage is similar to the incidence of TE
reported in ITP and connective tissue diseases.

These data are reassuring regarding the use of
TPO-RA in SLE patients without APL Abs

* TE risk factors: tobacco, obesity, diabetes, Estrogen-progestogen pills, family history of thrombosis



French experience of TPO-RAs in ITP associated with SLE and APS

SLE or lupus 
antibodies without

APL Ab (n=37)

Definite or incomplete
SLE with  APL but no APS 

(n=27)

APS (primary or 
associated with SLE) 

(n=16)

Presence of APL Ab 0 LA: 37%, triple +: 11.1% LA: 69.9%, triple +: 43.8%

Associated TE risk factor* 66.7% 52% 76%

History of previous TE 21.6% 14.8% 100%

TPO-RAs ELT 59.5%, ROM 18.9%
ELT and ROM: 21.6%

ELT: 37%, ROM 11.1%, 
ELT and ROM: 51.9%

ELT: 43.8%, ROM: 25%
ELT and ROM: 31.3%

Duration of FU (median years, 
IQR)

3.70 (2.38) 3.69 (4,37) 2.12 (4.36)

Number of TE during FU (%) 3 (8.1%) 6 (22.2%) 8 (50%)

Type of TE Venous: 2, arterial : 2 Venous: 4, Arterial: 5 Venous: 1, Arterial: 7

Duration of TPO-RAs before TE 
(median DAYS, IQR)

365 (94-1095) 187 (7-4380) 30 (15-122)

Marques et al , Am J Hematol 2025

* TE risk factors: tobacco, obesity, diabetes, Estrogen-progestogen pills, family history of thrombosis
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ELT and ROM: 51.9%
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* TE risk factors: tobacco, obesity, diabetes, Estrogen-progestogen pills, family history of thrombosis

Warning for thrombosis events
TPO-RA Should be avoid in APS

12 of the 17 patients had a lupus anticoagulant

Marques et al , Am J Hematol 2025



Key points SLE/APS

• At diagnosis of ITP, antinuclear antibodies testing is usefull. 

• In patients with a history of thrombosis, screening for antiphospholipid syndrome (APS) is

required, including anticardiolipin antibodies, anti-β2 glycoprotein I antibodies, and lupus 

anticoagulant. 

• Standard long-term treatment of SLE is based on hydroxychloroquine +/- rituximab used

in refractory cases. The role of obinutuzumab is currently under investigation. 

• AR-TPO are not recommended in APS, particularly in patients with triple positivity, and 

should be avoided in lupus patients with antiphospholipid antibodies. 

• New therapeutic strategies, such as fostamatinib, are under evaluation, and their exact 

role in clinical practice remains to be defined. 
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CVID: data from the largest series of the literature

Ramirez-Vargas
2013 (n = 43)

DefI cohort 
(France)

2008 (n=314)

Quinti
2007 (n=224)

Hermaszewski
1993 (n=247)

Cunningham
1999 (n=248)

Respiratory tract
Sinusitis
Pneumonia

83%
83%

91%
63
58

54%
56%

94%
72

78

GI tract manifestations
Giardia
Campylobacter
Salmonella sp.
Lymphoid hyperpl.
Crohn’like disease

44%
7/19
1/19
3/19

5

47%
14
8
8

4

41% 39%
8
5
7
7
4

21%
3
4
1
4
6

Liver disease 17% 20% 12%

Splénomégalie 38% 26% 38%

Auto-immunity
ITP
AIHA
Polyarthritis
Vitiligo

23%
4%
2%
2%
4%

31%
15%
6%
6%
4%

26%
6%
4%
2%

13%

5%
3%
3%

23%
6%
5%
4%

Granulomatosis 13% 5% 8%

Lymphoma 6% 2% 4% 9%



RTX very effective but
Require IvIG replacement therapy +++



Soulard, Blood advance, 2024

TPO-RA are effective, but data remain 
limited.



Underlying background Causes

Infections • Virus: HIV, HCV, (HBV, HAV), CMV, EBV, Parvovirus B19, Zika, SARS-COV2…
• Bacteria: H pylori, Myc. tuberculosis, Mycoplasma pneumoniae..

Systemic autoimmune /inflammatory
diseases

• SLE, antiphospholipid syndrome, systemic sclerosis, primary Sjögren
syndrome, sarcoidosis…

Malignancies • Mostly B-cell lymphoma: CLL, MZL, mantle-cell lymphoma
• Hodgkin lymphoma
• Myeloma, CMML
• Angioimmunoblastic T-cell lymphoma
• Renal carcinoma, other solid tumors..

Primary immunodeficiency • CVID; IgA deficiency
• ALPS
• Wisckott-Aldrich syndrome

Drugs • Antibiotics, NSAIDs, anticonvulsivants, diuretics..
• Check-point inhibitors => an emerging cause of DIITP
• Alemtuzumab
• Vaccines

Miscellaneous • Post-transplant (allogeneic BMT)

Main causes of secondary ITP (adults)



ITP and hematologic malignancies: therapeutic implications

Zadro, Am J Hematol, 2025

In indolent (quiescent) B-cell 
lymphomas, there may be a 

benefit to early targeting of the 
B-cell clone



ITP and hematologic malignancies: therapeutic implications

Fatizzo,Frontiers oncol 2020 



Roeser, BJH 2023

Ianalumab

Place for new therapies in secondary ITP ?

SLE/APS 
CLL
Hematologic 
malignancies

SLE 



Take home messages

• Secondary ITP represents 15 - 20% of all ITP cases in adults

• Highlights the diversity of the underlying pathophysiological mechanisms and 
underscores the importance of improving our understanding

• Treatment of secondary ITP is not consensual and not evidence-based and it is mostly
extrapolated from the data of primary ITP 

• The status of the underlying disease (active or not) as well as the risk/benefit ratio of 
each treatment strategy (higher risk of thrombosis and/or infection) must be taken into
consideration



Main site Reference centers Competence centers

References centers of ITP network in France

Brest

Reims

Nouméa

All the french physicians who
participate to CERECAI 
network and CARMEN register

Acknowledgement



Treating the underlying cause is an 
important principle of treatment for 
secondary ITP; however, this is often 

challenging and not always effective for 
improving the thrombocytopenia. 



CMV-associated ITP, IVIG is recommended, 
Anti-CMV medications have been effective, 
primarily ganciclovir, which is often used in 
combination with IVIG; however, ganciclovir 
can cause bone marrow suppression, especially 
thrombocytopenia, after 2 weeks of 
treatmentld be avoided.. 

Helicobacter pylori-associated ITP: In 1998, 
Gasbarrini et al 77 found that eradication of H. 
pylori increased platelet count in a small 
number of thrombocytopenic patients. The 
most accepted mechanism is cross-reactive 
antibodies or molecular mimicry of the CagA
protein with platelet glycoproteins including 
GPIIb/IIIa, Ib/IX, and Ia/IIa. In Japan, testing for 
H. pylori in patients with new-onset ITP is 
routine because H. pylori eradication often 
results in ITP resolution. High rates of response 
have also been seen in the Middle East and 
Italy. 78 In North America, even if active H. 
pylori infection is detected, eradication does 
not often lead to improvement in platelet count 
79 likely because of population differences in 
HLA class II or different strains of H. pylori . 

https://pmc.ncbi.nlm.nih.gov/articles/PMC12373449/#JR24110569-77
https://pmc.ncbi.nlm.nih.gov/articles/PMC12373449/#JR24110569-78
https://pmc.ncbi.nlm.nih.gov/articles/PMC12373449/#JR24110569-79


ITP and hematologic malignancies: therapeutic implications

Spain cohort. 
Seventy of 960 unselected patients
(7%) had autoimmune cytopenia, of
whom 19 were detected at
diagnosis, 3 before diagnosis, and 48
during the course of the disease.

ITP = 20.
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• Check-point inhibitors => an emerging cause of DIITP
• Alemtuzumab
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Miscellaneous • Post-transplant (allogeneic BMT)

Main causes of secondary ITP (adults)



Screening for ANA at ITP onset is relevant  !

Even in the absence of definite SLE, ITP patients with positive ANA 
may be successfully treated hydroxychloroquine alone ± low dose 

of prednisone 





ITP and hematologic malignancies: therapeutic implications

Zadro, Am J Hematol, 2025; Herishanu, BJH, 2021

168 patients with autoimmune cytopenia from 2000 to 2022, 58 ITP
•Chronic lymphocytic leukemia (CLL): (44%) 
•Marginal zone lymphoma (MZL): (23%) 
•Monoclonal B-cell lymphocytosis (MBL): (21%) 
•Waldenström macroglobulinemia (WM)
•Mantle cell lymphoma (MCL) In indolent (quiescent) B-cell lymphomas, 

there may be a benefit to early targeting of 
the B-cell clone



Updated international 
consensus report 

on the investigation and 
management 

of primary immune 
thrombocytopenia



Diagnosis workup : tests to rule out other causes of thrombocytopenia or 
search for secondary ITP (adults) => French guidelines for ITP

https://www.has-sante.fr/portail/jcms/c_2772874/fr/purpura-thrombopenique-
immunologique-de-l-enfant-et-de-l-adulte

https://www.has-sante.fr/portail/jcms/c_2772874/fr/purpura-thrombopenique-immunologique-de-l-enfant-et-de-l-adulte
https://www.has-sante.fr/portail/jcms/c_2772874/fr/purpura-thrombopenique-immunologique-de-l-enfant-et-de-l-adulte






• Multicentre retrospective study
• N = 18 patients with SLE-associated
• ITP treated with Tpo-Ras, 55% with 

Positive aPl, 27% with definite APS
• Response observed in 17/18 (94%)
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• What is secondary  ITP ?

• Prevalence and main causes of secondary ITP 

• Can we learn something about the pathophysiology ?

• Does searching for an underlying disease / condition / 
immunological status matter for the management of ITP ?

Overview of the talk









3. WHICH INITIAL WORKUP IS RECOMMENDED TO 
LOOK FOR AN UNDERLYING CAUSE/DISEASE ?







Normal clinical 
examination and 

normal
peripheral blood smear

Drug exposure ? Patient’ history ?
Proceed with the « standard » 
minimal workup
- HIV, (HCV) tests
- Quantitative Ig levels, IgG, IgA and 

IgM
- Antinuclear Abs
- H pylori based on patient’s origin

and characteristics
- DAT
- TSH

Primary ITP is very likely if
all the above are negative or 

normal

Fever and/or presence of large activated
basophilic lymphocytes on the smear +/-

transaminitis

EBV and CMV tests (IgG,IgM, PCR)
Parvovirus B19 if arthralgia

and/or skin rash

CBC => Isolated
thrombocytopenia

Lymphadenopathy
And/or splenomegaly

EBV test, Ly. Immunophenotyping
CT-Scan (chest + abdomen)

History of thrombosis
And/or recurrent fetal losses
And/or ANA strongly positive

Lupus anticoagulant
Anticardiolipin and anti B2gp1 Abs

Adapted from



Clinical characteristics, management and

outcome of Covid-19-associated immune

thrombocytopenia. A French multicenter

series.

N = 14 patients (50% women)
Median age was 64 years [range: 53-79]  Median 
follow-up of 60 days [range: 30-63]
Only patients with a plt ct < 30,000 were included
No cases of thrombosis
Good initial response to ITP treatment > 11 RC

Mahévas, BJH 2020



• N = 20 cases reports of thrombocytopenia following vaccination
• Median age was 41 years  (22-73), 11 females
• 11 received the Moderna vaccine and 9 the Pfizer
• Onset of symptoms (petechia, brusing and/or mucosal bleeding)

between Day 1 and Day 22 post vaccination, median = 5 days
• Median nadir of the platelet count = 2 x109/L (1-36)
• 4 out 20 patients had a previous history of mild to moderate 

thrombocytopenia including 1 case of inherited thrombocytopenia)
• 1 patient died of ICH
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