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Case: Refractory ITP 

• A 56-year woman case to office with history of progressive cutaneous 
lesions in the last 1 week ago.

• Negative PMH,DH

• She didn’t have any evidence of active

bleeding in the physical examination

• The initial CBC count:

WBC=7000(N=80%, L=20)  /Hb=13/ Plt=2000



• After diagnostic interventions ( PBS, R/O of secondary causes and 
BMA), treatment with corticosteroid was initiated.

• After 3 days plt count didn’t rise and IVIG started but plt count 
remained <10,000

• What is the next step?



Refractory ITP

• Definition: 

No universally accepted definition

Commonly used criteria:

-Failure of ≥2 lines of therapy or

-Persistent severe thrombocytopenia with bleeding risk.



Pathophysiology of Refractoriness

•Persistent autoantibody production

•Cytotoxic T-cell–mediated platelet destruction

•Impaired megakaryopoiesis

•Loss of response to immune modulation over time







Treatment considerations

• Confirm the diagnosis

• evaluate for treatable causes of secondary ITP (inherited 
thrombocytopenia, myelodysplastic syndrome, secondary viral 
infections or drug-induced thrombocytopenia)

• Often initiate second line therapy at a slightly lower platelet count 
(<20,000).

• provide appropriate vaccinations prior to immunosuppressive 
therapy.





Second line treatment

Balancing bleeding risk vs treatment toxicity

bleeding risk            VS.                treatment toxicity



Medical Therapies

• TPO receptor agonists (eltrombopag, romiplostim)

• Immunosuppressants:
• Rituximab

• Mycophenolate

• Azathioprine

• Cyclosporine

• Fostamatinib (SYK inhibition)

Procedural

• Splenectomy (select cases)











• Our patient’s thrombocytopenia was refractory to:

-rituximab, cyclophsphamide ,cyclosporin, azathioprine, vincristine, 
Romiplostim and Eltrombopag

• What about splenectomy?                            



• splenectomy has the greatest chance of altering the disease course 
and resulting in a sustained remission

• The only clinical parameter that predicts a favorable response to 
splenectomy is patient younger age

• correlation between response to intravenous immune globulin (IVIG) 
and response to splenectomy?



Platelet threshold for splenectomy???







After TPE, partial response was achieved in 7 patients (41 %) 
complete response was achieved in 9 patients (52 %).





Platelet was <10,000 after splenectomy!



Danazole 

Danazol is an attenuated androgen with immunomodulator effect.

Response rates vary widely—from 10% to 70%—between studies.

AND our patient responded well to this traditional drug! (plt=50,000)



Emerging and Investigational Therapies

•FcRn inhibitors ) Efgartigimod,…)

•BTK inhibitors

•Combination therapies

•Personalized treatment approaches

•Ongoing clinical trials



Thanks for your attention
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