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Il relatore ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 18,19 dell’Accordo 
Stato-Regione del 19 aprile 2012

dichiara
che negli ultimi due anni ha avuto i seguenti rapporti anche di finanziamento con 

soggetti portatori di interessi commerciali in campo sanitario: 
Amgen-Novartis
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ITP in ELDERLY: diagnosis

Mahevas M. BJH review. 2016
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https://onlinelibrary.wiley.com/doi/pdf/10.1111/bjh.140675

How we manage immune thrombocytopenia in the 
elderly

Mahevas British Journal of Haematology, 2016, 173, 844–856

Who should be treated?

https://onlinelibrary.wiley.com/doi/pdf/10.1111/bjh.14067


What are the factors associated with the choice of second-line therapy?

Mahevas M. BJH review. 2016











What are the factors associated with the choice of second-line therapy?

Mahevas M. BJH review. 2016



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
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Front Immunol 2019;10:art 1196Silvia Cantoni, ASST Niguarda, Milano, 2020



Trombopoietina e TPO RAs
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Efficacy and Safety of Eltrombopag in Elderly Patients with
Chronic Immune Thrombocytopenia: Analysis of Five Clinical
Trials

Olney Blood (2011) 118 (21): 3294.

https://ashpublications.org/blood/article/118/21/3294/69408/Efficacy-and-Safety-of-Eltrombopag-in-Elderly
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Efficacy and Safety of Eltrombopag in Elderly Patients with
Chronic Immune Thrombocytopenia: Analysis of Five Clinical
Trials

Olney Blood (2011) 118 (21): 3294.

§ Retrospective analysis by age of 446 adult chronic ITP pts receiving eltrombopag in 5
clinical trials

§ 3 placebo-controlled studies (TRA100773A/B, RAISE); 1 open-label study with pts treated
intermittently in 3 cycles of up to 6 weeks (REPEAT); and 1 ongoing extension study
(EXTEND) of 299 pts who completed a prior eltrombopag trial

§ Thromboembolic events were reported in 4 (2%), 5 (3%), and 7 (9%) pts aged 18–49, 50–
64, and ≥65.

§ Proportions of liver enzymes elevation and bone marrow reticulin grade ≥2 were similar
across age groups.

§ Bleeding serious AEs (SAEs) were reported in 7% of pts aged 18–49 and 50–64, and 3%
of pts ≥65.

§ Conclusion: No significant difference in the safety or efficacy profile of eltrombopag
was observed for elderly versus younger pts, although elderly pts seemed to exhibit
slightly more robust responses and slightly more non hemorrhagic AEs (including
thrombosis), which are not unexpected in an elderly population.

https://ashpublications.org/blood/article/118/21/3294/69408/Efficacy-and-Safety-of-Eltrombopag-in-Elderly
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The use of TPO-RAs in ITP: a “real life” retrospective 
multicenter experience of the Rete Ematologica
Pugliese (REP)
First experience in Italy «real life» in unsplenectomized patients   

Mazza Ann Hematol (2016) 95:239–244

https://link.springer.com/article/10.1007/s00277-015-2556-z
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The use of TPO-RAs in ITP: a “real life” retrospective 
multicenter experience of the Rete Ematologica
Pugliese (REP)
First experience in Italy «real life» in unsplenectomized patients   

Mazza Ann Hematol (2016) 95:239–244

§ overall response rate 80 % (44/55) for romiplostim and 94.2 % (65/69) for
eltrombopag;

§ duration of response and time to response similar (p = NS).

§ response rate to both drugs in non-splenectomized higher than that of splenectomized
(p < 0.05).

§ Thrombotic events most consistent adverse events recorded in 2 and 3 % of patients
treated by romiplostim and eltrombopag, respectively.

Conclusion: romiplostim and eltrombopag are effective in the majority of patients
with chronic ITP who failed several lines of therapy; whether TPO-RAs could
substitute splenectomy is under discussion and studies are warranted

https://link.springer.com/article/10.1007/s00277-015-2556-z
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Efficacy and safety of the thrombopoietin receptor agonist
romiplostim in patients aged ≥65 years with immune
thrombocytopenia

Michel Ann Hematol (2015) 94:1973–1980.

§ Retrospective analysis
§ Data from 3 studies (N = 159; 24.5% ≥65 years of age) analyzed for efficacy.
§ Data from 13 studies (N = 1037; 28.4% ≥65 years of age) analyzed for adverse
events (AEs).

§ Slightly higher platelet response rates were seen among romiplostim-treated
patients ≥65 versus <65 years.

§ The risks for grade ≥3 bleeding (RR 1.92; 95% CI, 0.47–7.95) and
thromboembolic events (RR 3.85; 95% CI, 0.53–27.96) were numerically but not
significantly higher for romiplostim versus placebo/SOC in patients ≥65 years.

§ Romiplostim is effective and, with the exception of non significant trends
showing increased risks of grade ≥3 bleeding and thromboembolic events
(a trend observed in other studies), generally well tolerated in older patients
with ITP.

https://link.springer.com/article/10.1007/s00277-015-2485-x
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Efficacy and safety of the thrombopoietin receptor agonist
romiplostim in patients aged ≥65 years with immune
thrombocytopenia

Michel Ann Hematol (2015) 94:1973–1980.

Duration-adjusted rates and
relative risks (romiplostim
versus placebo/SOC) of
adverse events by age

https://link.springer.com/article/10.1007/s00277-015-2485-x
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Use of eltrombopag for patients 65 years old or older 
with immune thrombocytopenia
Spanish real life experience

Gonzalez Lopez Eur J Haematol. 2020;104:259–270.

§ A total of 106 primary ITP patients (16 newly diagnosed ,
16 persistent, and 74 chronic ITP) and 39 secondary ITP
patients (20 to immune disorders, 7 to infectious
diseases, and 12 to lymphoproliferative disorders (LPD).

§ Median age 76

§ Sixty-three adverse events (AEs), mainly grade 1-2,
occurred. The most common were hepatobiliary
laboratory abnormalities (HBLAs) and headaches.
One transient ischemic attack in a newly diagnosed ITP
and two self-limited pulmonary embolisms in secondary
ITP were the only thrombotic events observed.

Conclusion: Eltrombopag showed efficacy and safety in ITP
patients aged ≥65 years with primary and secondary ITP.
However, efficacy results in LPD-ITP were poor. A relatively
high number of deaths were observed

https://onlinelibrary.wiley.com/doi/10.1111/ejh.13370
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A decade of changes in management of immune
thrombocytopenia, with special focus on elderly
patients

Lozano Blood Cells, Molecules, and Diseases Volume 86, February 2021, 102505.

Use of the various second line
therapies according to the date
of diagnosis. Dark grey bars in-
dicate percentage of patients
diagnosed in the pre-2010
exposed to the specific
approach, and lightgrey bars
those diagnosed in the post-
2010 period.
Immunosuppressive agents
include azathioprine,
cyclophosphamide, or
cyclosporine. *IndicatesP< 0.05;
**indicatesP< 0.001.

https://www.sciencedirect.com/science/article/pii/S1079979620304563
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A decade of changes in management of immune
thrombocytopenia, with special focus on elderly
patients

Lozano Blood Cells, Molecules, and Diseases Volume 86, February 2021, 102505.

§ 121 adult patients (> 65 years, n = 54; younger individuals, n = 67) who initiated
treatment with TPO-RA retrospectively studied.

§ Patients older than 65 years treated with TPO-RA presented at diagnosis
with significantly higher platelet counts, less bleeding, and a more
prothrombotic profile than younger ones.

§ The high efficacy rates of TPO-RA, preferentially used during the last decade in
non-chronic phases, precluded from further therapies in the majority of ITP
patients.

§ Their administration was associated with a sharp decline in the last decade in the
use of splenectomy and intravenous immunoglobulin, especially in younger ITP
individuals.

Conclusion preferential use of TPO-RAs in elderly ITP patients with fewer
bleeding complications but more unfavorable prothrombotic conditions than in
younger individuals

https://www.sciencedirect.com/science/article/pii/S1079979620304563
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Management of immune thrombocytopenia in
elderly patients

Elisa Lucchini Renato Fanin Nichola Cooper Francesco Zaja European Journal of 
Internal Medicine 58 (2018) 70–7674 

§ Increased risk of bleeding, thrombosis and infections,

§ Often required many concomitant therapies, including antiplatelet or
anticoagulant agents, and the treatment-related toxicities are often increased
and sometimes more dangerous that the disease itself.

§ Not dedicated guidelines, and only a few specific studies.

§ TPOra prominent drug in this subset, even if they are associated with a
possible increased risk of thrombosis, and long-term toxicity is unknown

§ Other drugs, such as dapsone and danazol, have a well-known efficacy and
safety profile, and still represent a valid option

https://www.sciencedirect.com/science/article/pii/S0953620518303662
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Management of elderly patients with immune
thrombocytopenia: Real-world evidence from 451
patients older than 60 years

F Palandri Thrombosis Research 185 (2020) 88–9590

https://www.sciencedirect.com/science/article/pii/S0049384819305201
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Management of elderly patients with immune
thrombocytopenia: Real-world evidence from 451
patients older than 60 years

F Palandri Thrombosis Research 185 (2020) 88–9590

§ Median age 71.1 years (age≥75: 42.8%); 237 (53.9%) haemorrages at diagnosis
§ Thrombopoietin-receptor agonists (TRAs, 1.3% 1st line; 19.3% 2nd line; 4.4 % 3rd
line)

§ Overall response rates to first and second-line therapies were 83.8% and 84.5%,
respectively, regardless of age and treatment type/dose.

§ A total of 178 haemorrhages in 101 patients (grade ≥ 3: n. 52, 29.2%; intracranial
in 6 patients), 49 thromboses in 43 patients (grade ≥ 3: n. 26, 53.1%) and 115
infections in 94 patients (grade ≥ 3:n. 23, 20%) were observed during follow-up.

§ Incidence rates of complications per 100 patient-years: 4.5 (haemorrhages, grade
≥3: 1.7), 1.7 (thromboses, grade ≥ 3: 0.9), and 3.9 (infections, grade ≥ 3: 0.7).

.

https://www.sciencedirect.com/science/article/pii/S0049384819305201
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Management of elderly
patients with immune
thrombocytopenia: Real-
world evidence from 451
patients older than 60 years

F Palandri Thrombosis Research 185 (2020) 88–9590

§ Thrombopoietin-receptor agonists may
reduce risk of bleedings and infections in
the elderly

§ History of diabetes and thrombosis, but not
TRAs use, increases thrombotic risk.

https://www.sciencedirect.com/science/article/pii/S0049384819305201
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Real-world use of thrombopoietin receptor agonists
in elderly patients with primary immune
thrombocytopenia

F Palandri Blood APRIL 22, 2021

§ A total of 384 ITP patients > 60 yrs treated with TRAs
§ After 3 months, 82.5% and 74.3% of eltrombopag and romiplostim-treated patients achieved a response,
respectively (p=0.09);

§ 66.7% maintained the response (median follow-up: 2.7 years).
§ Eighty-five (22.2%) switched with 83.3% response
§ 34 major thromboses (3 fatal) and 14 major hemorrhages (none fatal) in 18 and 10 patients, respectively,
all associated with thrombosis history (SHR: 2.04, p=0.05) and platelet count <20x109/L at TRA start
(SHR: 1.69, p=0.04), respectively.

§ recurrent event in 15.6% of patients surviving thrombosis during persisting TRA treatment (incidence rate:
7.7 per 100 patient-years). All recurrences occurred in the absence of adequate antithrombotic secondary
prophylaxis.

§ Sixty-two (16.5%) responding patients discontinued TRA; 53 (13.8%) patients maintained SROT, which
was associated with TRA discontinuation in complete response (p<0.001).

§ Very old age (≥75, 41.1%) associated with more frequent TRAs start in persistent/acute phase but not with
response or thrombotic/hemorrhagic risk.

https://pubmed.ncbi.nlm.nih.gov/33889952/
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Real-world use of thrombopoietin receptor agonists
in elderly patients with primary immune
thrombocytopenia

F Palandri Blood APRIL 22, 2021

§ Eltrombopag and romiplostim are effective in elderly ITP patients, with no fatal hemorrhages and 13.8% of sustained
responses off-therapy

§ Thrombosis history and absence of secondary antithrombotic prophylaxis are associated with thromboses and
recurrent events during therapy

https://pubmed.ncbi.nlm.nih.gov/33889952/




Come usare i TPO-Ra nei pazienti anziani?



TPO-Ra e steroide c’è uno spazio….?
• Per limitare le singole tossicità
• In attesa che il nuovo farmaco faccia effetto
• Per massimizzare le risposte in urgenza
• In caso di improvvisa perdita di risposta al TPO

TPO-Ra prima linea …mai?
Controindicazioni assolute a Steroidi e/o HD-Ig ???


