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Incidenza della PTI 
• In Europa, il numero stimato di pazienti adulti/anno con nuova diagnosi di PTI  

va da 1 a 4 per 100.000 persone1 
• L’incidenza tende ad aumentare con l’età; con l’aumentata aspettativa di vita, anche il numero 

di pazienti con PTI e conseguenti comorbidità è destinato ad aumentare1 
• In uno studio danese, il tasso di incidenza è più che raddoppiato nei pazienti di età > 60 anni 

rispetto ai pazienti più giovani; i risultati sono stati confermati da uno studio di coorte condotto 
in UK, con la più alta incidenza di PTI osservata nei pazienti > 60 anni1 

1. Michel M. Eur J Haematol 2009; 82 (suppl. 71): 3-7  2. Schoonen et al. Br J Haematol 2009;145; 235-244  

Studio UK -
Distribuzione della 
PTI per fasce d’età: 
1990-20052 



• La mortalità complessiva è inferiore all’1-2% 
• Non è chiaro se la gravità dei sintomi abbia significato 

prognostico in relazione al rischio di sanguinamenti 
pericolosi per la vita 

• In una recente meta-analisi condotta su 29 studi il tasso 
pesato di emorragie intracraniche risultava dello 0,5% nei 
bambini e dell’1,5% negli adulti, con maggior frequenza 
nelle fasi croniche. Per quanto riguarda i sanguinamenti 
gravi non intracranici il tasso di emorragie era più frequente 
nei bambini (20,2%) che negli adulti (9,6%) (Neunert C, et al 
2015). 

• una grave piastrinopenia (< 10-20 x 109/L), precedenti 
manifestazioni emorragiche ed età avanzata sembrano 
indicare un aumentato rischio di emorragie maggiori ( 
Arnold DM, 2015) 

https://www.ematologiainprogress.it/glossary/neunert-et-al-2015/
https://www.ematologiainprogress.it/glossary/neunert-et-al-2015/


Immune ThrombocytoPenia: ITP 



• ITP   YES already used in scientific literature 

• Idiopathic  No evidence of autoimmune mechanisms 

• Purpura   No no hemorragic manifestations in many cases 

 
 

Immune ThrombocytoPenia: ITP 



• Primary 
– Primary ITP is an autoimmune disorder characterized by isolated thrombocytopenia 

(peripheral blood platelet count 100 x109/L) in the absence of other causes or disorders that 
may be associated with thrombocytopenia.  

– The diagnosis of primary ITP remains one of exclusion;  

• Secondary 
– All forms of immune-mediated thrombocytopenia except primary ITP 
– The acronym ITP should be followed by the name of the associated disease  for example, 

“secondary ITP (lupus-associated),” “secondary ITP (HIV-associated),” and 
“secondary ITP (drug-induced).”  

– For manuscript titles, abstracts, and so on, definitions such as lupus-associated ITP or HIV-
associated ITP can also be used. 

• ???? 
– Positive Lupus anticoagulant test 
– Antinuclear antibodies (without clinical manifestations) 
– Anticardiolipin antibodies (without clinical manifestations) 

Immune ThrombocytoPenia: ITP 





• Why 100x109/L if lower value in normal range is 
considered 120-150 x109/L? 

 
“This is to avoid inappropriate diagnostic assessment in a large 

number of cases” 

Immune ThrombocytoPenia: ITP 

• 191 people who had borderline thrombocytopenia. In 64% of those people, the 
platelet count became normal or stayed low with no other illness.  
• Over 10 years, there was a 6.9% chance of thrombocytopenia and a 12% chance of 
another autoimmune disorder occurring.  





Disease Severity (before)  Severe ITP (now) 
• Mild 
• Moderate 
• Severe 

Immune ThrombocytoPenia: ITP 

Platelets Count Clinical Manifestations 

Presence of bleeding symptoms at 
presentation sufficient to mandate treatment, 
or occurrence of new bleeding symptoms 
requiring additional therapeutic intervention 
with a different platelet-enhancing agent or 
an increased dose 



To have a single tool for both children and adults  
• to standardize description of the hemorrhages at presentation and during the 

different phases,  
•  to assess the overall impact of treatments,  
•  to correlate with QoL, platelet count, age, gender, etc.  
•  to be used in research studies. 

Description of bleeding symptoms and signs of hemorrhages.  
(is a very complex topic which requires a lot of time  …. we fortunately don’t have!) 

•  None of the few bleeding assessment tools available in the literature could be 
easily adopted and/or were validated for ITP. 

•  Terms such as “mild” or “moderate” ITP were discouraged because their vagueness. 
•  The IWG concluded that a new system based on the consensus of clinicians who are 

experts in adult and pediatric ITP should be proposed 



• Skin 
 
 
 

• Mucosal 
 
 
 

• Organ 



HARMONIZATION OF TERMINOLOGY AND DEFINITIONS OF BLEEDING IN ITP 

The term “severe” ITP should be used only in patients who have “clinically relevant 
bleeding”  
The ability to maintain a platelet count sufficient to prevent “clinically significant 
bleeding” could be considered as response to treatment in refractory ITP. 

Bleeding  manifestation can generally be labeled “severe or clinically relevant” if: 
• grade 3 for skin    and/or  
• grade 2 or higher for mucosal domains  and/or  
• higher than grade 1 for organ domain  

(S >2 and/or M >1 and/or O >1). 
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Pathogenetic mechanism 

Primary event 
Unknown (infections? Molecular mimicry? tissue damage? Genetic predisposition?) 
 

Loss of self-tolerance 
Mainly unknown (Treg deficit? Inflammatory cytokines production? Autoimmune mechanism) 

Th1 and cytotoxic autoreactive T cells activation 
Process speed up (APC potentiation? Lipopolysaccharids release?) 

Massive IgG auto antibodies production 
Process speed up (APC potentiation? Lipopolysaccharids release?) 

Clinical Manifestations 
Megakaryocytes inhibition and platelets distruction 



In contrast with the classical view of an 
increased platelets destruction not compensated 
by an increased platelets production (kinetic 
studies with 51Cr).  

 
More recent kinetic analysis showed that 

platelets production in ITP is normal or reduced.  
Therefore the pathogenetic mechanism of ITP 

is sustained by two factors: 
• Increased platelets destruction 
• Suppressed platelets production  

Immune ThrombocytoPenia: ITP 
 

Pathogenetic mechanism 

Destruction 

Destruction 

Production 

Production 

TPO ra 
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Initial evaluation: What to do? 

Basic Evaluation Useful tests Less useful test 
Patient history Antiplatelet Abs TPO 

Family History Antiphospholipid Abs Reticulated PLT 

Phisical exam PaIgG 

CBC + reticolocytes Antinuclear Abs Bleeding time 

Morphology  PCR for CMV ed EBV Blood platelets kinetic 

Immunoglobulines Serum complement 

BMA (selected patients) 

Coombs test 

HIV-HCV-HP 
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Differential diagnosis 



Children 
• Generally only if severe hemorrhage is present 
• Case-by-case assessment 

Immune ThrombocytoPenia: ITP 
 

Initial treatment: When? 

Adults 
• Confirmed platelet count < 20-30 x109/L 
• Significant hemorrhage with any platelets count 



Treatment targets 
 

• Resolution and/or prevention of hemorrhagic manifestations 
• Rapid platelets number increase 
• Complete response or stable clinical response 
• Postpone splenectomy 
• QOL improvement 

 
• Temporary platelets number increase 

 

Immune ThrombocytoPenia: ITP 
 

Initial treatment: What to do? 



Immune ThrombocytoPenia: ITP 
 

Initial treatment 

Treatment Dose and method Results Side effects Notes 

Prednisone or 
prednisolone  

(standard doses) 

1 mg/kg/die orally for 3-4 
weeks, than taper 

60-80% short term resp. 
20% long term resp. Many 

Acceptable toxicity if not 
administered for more than 
5-6 weeks, include tapering 

Dexamethasone Total dose 40 mg orally for 2-4 
weeks in 1-4 cycles 

80-90% initial response. 
The response rate does 

not increase after 4 cycles 
Possible superiority to 

standard PDN 

Possibly less than 
standard doses PDN 

Generally acceptable 
toxicity with no more than 3 

cycles 

High doses 
Immunoglobulines 

(IVIg) 

400 mg/kg/die for 5 days 
1 gr/kg single dose or 2 days 

CR in over 80% of cases 
and R generally last for 2-
3-weeks. Loss of efficacy 
with repeated exposure 

Rarely severe related 
infusion side effects. 

Very rarely: thrombosis, 
renal insufficiency 

Treatment required only in 
cases in which a platelet 

increase is clinically 
necessary in the first 24-48 

hours 

Anti-D 
Immunoglobulines 50-75 µg/kg single dose As for IVIg 

Very rare cases of 
itravascular hemolysis, 

DIC and renal 
insufficiency 

Not available in Italy 





Traditional first-line corticosteroid treatment is limited by 
unfavorable AEs 

CNS, central nervous system; GI, gastrointestinal; NS, nephrotic syndrome. 
Provan D, et al. Blood 2010;115:168–186. 

Unfortunately CS  adverse effects rapidly become apparent  
and create significant complications.   With time, the detrimental effects  

of CS often outweigh their benefits. (Provan et al. 2010) 

Weight gain 

Hypertension 

Ulcers 

Cataracts 

Adrenal insufficiency 

Osteoporosis Bruises & petechiae  
Purple striae 
Tin skin 

Females:  
amenorrhea, hirsutism  

GI distress -↑Acid 

Thin extremities 

NS & fluid retention (edema)  

CNS irritability 

Hyperglycemia Personality changes 

Moon face  
Immunosuppression/ 
↑Susceptibility to Infection 

Males: 
gynecomastia  

Fatty deposits on face and 
back of shoulders 

22 



bunch of keys  door lock  
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Second line treatment “Splenectomy” 



Immune ThrombocytoPenia: ITP 
 

Second line treatment “Splenectomy” 

Decline in the rate of splenectomy over time 
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Second line treatment “Splenectomy” 





Immune ThrombocytoPenia: ITP 
 

Second line treatment “Splenectomy” 
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Second line treatment “Splenectomy” 

PRO CONTRA 

Best durable response rate  Fear of surgery 

Low surgery complications Fear to remove an 
 “healthy organ” 

“Short treatment” New treatments available 

Possible in elderly Lack of prognostic factors  
“Leap in the dark” 

Acceptable infections risk 
profile (vaccines, antibiotics) 

Lack of perception of a  
“life treatment” 
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Second line treatment: Rituximab 
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Second line treatment: Rituximab 

PRO CONTRA 

Possible response  HCV/HBV reactivation 

Delay splenectomy Risk of infections 

Acceptable toxicity profile Low percent of long remission 

Possible repeated use Progressive multifocal 
leukoencephalopathy (PML) 

Acceptable risk profile Efficacy? 

Higher response in females 



Immune ThrombocytoPenia: ITP 
 

Second line treatment: TPOra 



Immune ThrombocytoPenia: ITP 
 

Second line treatment: TPOra 



Meta-analysis results (13 randomised 
studies) indicated that TPO-ra: 

____________________ 
• Significantly increased rates of R or DR  

• Reduced the incidences of any or severe 
bleeding events.  

• TPO-RAs significantly decreased the need for 
rescue medications 

• Increased the patients able to reduce or 
discontinue concurrent ITP therapies. 

• Reduced the incidence of severe AEs in ITP 
patients.  

• The incidence of AEs was similar to that in the 
placebo groups 



Immune ThrombocytoPenia: ITP 
 

Second line treatment: TPOra 

PRO CONTRA 

60-80% R or DR rate Lack of perception of a  
“life treatment” 

Delay splenectomy Cost 

Acceptable toxicity profile Platelet count fluctuation 

Reduce AE Thrombosis? 

Acceptable risk profile Rebound worsening of  
thrombocytopenia 

QOL Increased bone marrow 
reticulin 
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Second line treatment: TPOra 

New possible applications: 
• TPO-RA switching 

• Sustained remission after stop 

• Bridge to Splenectomy 

• Bridge to Surgery 

• Bridge to Recovery 
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The “Human factor” 

“Minimalist approach” 
 Few test 

 Hemorrhages prevention 

 QOL 

 Side effect reduction 

“Intensivist approach”  
 Complex tests 

 More effective treatments 

 Aim to cure 





 
Steroids stand./HD 

IvIg 
 

Steroids stand./HD 
IvIg 

Rituximab 
TPO-ra 

Splenectomy 
IvIg 

Rituximab 
TPO-ra 

TPO-ra 
Rituximab 

Splenectomy 
IvIg 

TPO-ra (discontinuation) 
Others 

Low dose steroids 
IvIg 

Cure 
Manage/Cure? 





Michele D’Avenia “Scilla e Cariddi” 2001 olio su tela 

ITP 

Hemorrhagic events Thrombotic events 

Scylla and Charybdis  were mythical sea monsters noted by Homer; Greek mythology sited them on 
opposite sides of the Strait of Messina between Sicily and the Italian mainland. Scylla was 
rationalized as a rock shoal (described as a six-headed sea monster) on the Italian side of the strait and 
Charybdis was a whirlpool off the coast of Sicily. 

Immune ThrombocytoPenia: ITP 
 

Is ITP a thrombophilic disorder? 



Is ITP a thrombophilic disorder? 

• The risk for VTE is higher (around 2 times) in chronic ITP compared with controls. 

• The increased risk is more evident in older than 50s–60s, but again the studies 
have no power to show significant differences according to age subgroups. 

• For AT there is a trend for increased risk in patients with chronic ITP, but 
statistical significance was not reached in three of the four studies 

 
F. Rodeghiero. American Journal of Hematology, Vol. 91, No. 1, January 2016 



Do TPOra further increase the Thrombotic Risk? 

• The annualized risk for VTE appears four to five times higher and that for AT at least twice 
compared with that experienced in ITP patients not exposed to these. 

• The high rate of thrombosis found in patients exposed to TPO-ra may be due to the 
prospective nature of these investigations and to the stricter monitoring required. 

F. Rodeghiero. American Journal of Hematology, Vol. 91, No. 1, January 2016 



Is ITP a thrombophilic condition? 

• The clinician facing a new patient with ITP requiring treatment should be aware 
that there is a slightly increased risk of VTE, not demanding special attention 
and follow-up. 

• Particularly in patients aging more than 60 years with additional risk factors 
any effort should be made to improve modifiable personal risk factors 

• Treatment (corticosteroids, estroprogestinic preparation)  
• Associated conditions (atrial fibrillation, diabetes mellitus, 

hypercholesterolemia, treated hypertension, valvular or coronary disease)  
• Life style (Smoking, obesity, immobilization)  

• Prophylaxis for thrombosis should be done in ITP patients in risky situations 
like immobilization and surgery (including splenectomy). 



Where is the ITP target? 

The “Mini Principle” 
 

Minimal amount of medication to maintain 
Minimal platelets count that result in 
Minimal bleeding and 
Minimal side effects 

or 



 Our job? 
 

• Examine 
• Consider 
• Explain 
• Listen 
• Suggest 

and then 

• Prescribe 

QOL? 

“I need something to make me feel better. 
Can you prescribe a Ferrari?” 
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