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DESCRIPTION

Different scientific societies and expert groups have developed
guidelines and consensus documents with recommendations for
the diagnosis and treatment of adult patients with ITP [1-4].
However, agreement between recommendations and their
application in real clinical practice continues to be insufficient
[5,6]. There are clinically relevant aspects in the current practice
scenarios not included in guidelines, for which expert consensus
could be useful. Many of them are related to the use of
Thrombopoietin Analogs (TPO-RA). There is no clear evidence
about their early use in persistent ITP, TPO-RA tapering, the
convenience of switching to a different TPO-RA drug in the
event of previous TPO-RA failure, the possibility of using these
agents in the context of surgery, secondary ITP, or in
combination with immunosuppressant drugs in multi-refractory
patients. To help with these questions, Delphi methodology
could be an option to describe expert opinion in situations
without clear scientific evidence to take decisions [7-10].

Regarding to the use of TPO-RA in persistent ITP, Spanish and
Italian [7,8]. Delphy, clearly describe how they agree in the early
use of TPO-RA as a way to improve the chance of achieving
partial or complete response and better quality of life [8]. The
most common second line treatment option are TPO-RA for
close to 90% of physicians [5-7], starting in persistent ITP,
without waiting 6 to 12 months to start. This looks like a routine
clinical practice only suggested by guidelines [1-4]. There are two
studies evaluating the use of TPO-RA in newly diagnosed and
persistent ITP with results of sustained remission close to
30%-54% [11,12] better results than the ones found in chronic
ITP.

Other important question is related to TPO-RA tapering. There
is no solid evidence about when, how and in which patient
tapering could be done. All the Delphy consensus published,
agree on reduce dose of TPO-RA in patients with a stable
response and platelet count >100 x 10°/L maintained for at
least 6 months in the absence of concomitant treatments [7,8].

Cooper, et al. [9], suggest tapering if platelets >50 x 10°/L in
more than 75% of controls for 6 to 12 months. This other
option is only considered for about 54% of Italian and Spanish
experts [7,8]. On the other hand, they do not recommend
tapering if there is a history of severe, life-threatening bleeding
and no effective rapid rescue therapy, history of large
fluctuations in platelet count, the presence of comorbidities that
increase bleeding risk, concomitant use of anticoagulant or
antiplatelet medications, and a history of rapid relapse after dose
reduction [9,10]. Continuing on a minimum dose or applying a
step-wise titration over a longer period may be an appropriate
tapering strategy for patients with fluctuating responses to
treatment or in patients in whom responses to dose reductions
need to be monitored relatively frequently. The ITP experts
believe this will reduce the risk of withdrawal effects and
maintain stability for the patient [7-10]. Their no clear schemes
of tapering and predictors of sustained response in this setting
remain unclear.

Other relevant topics like switching between TPO-RA,
concomitant use with immunosuppressive drugs to get better
sustain remission or to rescue refractory patients and finally the
use of TPO-RA for surgery. Only Mingot-Castellano, et al. have
reviewed these topics in their Delphy project [7]. In case of
treatment failure with a TPO-RA, 90% of hematologist
considers to switch to another TPO-RA. We know this can be
effective between 33%-59% of patients [13]. Despite of this, 40%
of specialists use the combination of immunosuppressive drugs
and TPO-RA in multi refractory patients. Regarding to
combination therapy, there are case reports and a retrospective
series of Mahévas, et al. [14]. with a favorable response in 70% of
patients. In Spanish Delphy, 62% of hematologists consider the
use of TPO-RA to prepare ITP patients for surgery to maintain
platelets level in absence of steroids toxicity in this situation.
There are only few reference and case reports with regard of the

use of TPO-RA in surgery [15].

Delphi  method the
management of adult patients with ITP based on the qualified

allowed exploring  systematically
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opinion of physicians routinely treating these patients. Delphi
survey study conducted in expertise hematologists may offer a
framework of the real management of adult patients with ITP in
clinical practice and they could design the new lines of
investigation to be explored to answer real clinical practice
necessities. With regard to TPO-RA, highlighted areas where
further studies are needed, are tapering in patients with
response, the potential benefits of early treatment, how to switch
between them or the usefulness of their combination with
immune suppressive drugs. Longterm prospective studies are
warranted to determine whether this approach is indeed
optimal, and predictive markers are needed to identify patients
with ITP who may successfully stop TPO-RA treatment.

REFERENCES

1. Provan D, Arnold D, Bussel J, Chong B, Cooper N, Gernsheimer
T, et al. Updated international consensus report on the investigation
and management of primary immune thrombocytopenia. Blood Adv.
2019;3(22): 3780-3817.

2. Neunert C, Terrell DR, Arnold DM, Buchanan G, Cines DB,
Cooper N, et al. American Society of Hematology 2019 guidelines for
immune thrombocytopenia. Blood Adv. 2019;3(23): 3829-3866.

3. Kashiwagi H, Kuwana M, Hato T, Takafuta T, Fujimura K, Kurata
Y, et al. Reference guide for management of adult immune
thrombocytopenia in Japan: 2019 Revision. Int ] Hematol. 2020
Mar;111(3): 329-351.

4. Lozano ML, Sanz MA, Vicente V, Grupo Espaiiol de PTI (GEPTI).
Guidelines of the Spanish ITP Group for the diagnosis, treatment and
follow-up of patients with immune thrombopenia. Med Clin.
2021;157(4): 191-198.

5. Lozano ML, Revilla N, GonzalezLopez TJ, Novelly S, Gonzélez-
Porras JR, Sanchez-Gonzalez Blanca, et al. Reallife management of
primary immune thrombocytopenia (ITP) in adult patients and
adherence to practice guidelines. Ann Hematol. 2016;95(7):
1089-1098.

6. McGrath L], Kilpatrick K, Overman RA, Reams D, Sharma A,
Altomare I, et al. Treatment patterns among adults with primary
immune thrombocytopenia diagnosed in hematology clinics in the
United States. Clin Epidemiol. 2020;12: 435-445.

7. Mingot-Castellano ME, Romén MTA, Fernandez Fuertes LF,
GonzalezLopez TJ, Guinea de Castro JM, Jarque I, et al.

J Leuk, Vol.10 Iss.2 No:1000288

10.

11.

12.

13.

14.

15.

OPEN 8 ACCESS Freely available online

Management  of adult patients with  Primary Immune

Thrombocytopenia (ITP) in clinical practice: A consensus approach of
the spanish itp expert group. Adv Hematol. 2019;2019:4621416.

Carpenedo M, Baldacci E, Barate C, Borchiellini A, Buccisano F,
Calvaruso G, et al. Second-line administration of thrombopoietin
receptor agonists in immune thrombocytopenia: Italian Delphi-based
Ther Adv

consensus recommendations. Hematol.

2021;12:20406207211048361.

Cooper N, Hill QA, Grainger J, Westwood JP, Bradbury C, Provan
D, et al. Tapering and discontinuation of thrombopoietin receptor
agonist therapy in patients with immune thrombocytopenia: Results
from a modified delphi panel. Acta Haematol. 2021;144(4):418-426.
Cuker A, Despotovic JM, Grace RF, Kruse C, Lambert MP,
Liebman HA, et al. Tapering thrombopoietin receptor agonists in
primary immune thrombocytopenia: Expert consensus based on the
RAND/UCLA modified Delphi panel method. Res Pract Thromb
Haemost. 2020;5(1): 69-80.

Kuter DJ, Newland A, Chong BH, Rodeghiero F, Romero MT,
Pabinger I, et al. Romiplostim in adult patients with newly diagnosed
or persistent immune thrombocytopenia (ITP) for up to 1 year and in
those with chronic ITP for more than 1 year: a subgroup analysis of
integrated data from completed romiplostim studies. Br ] Haematol.
2019;185(3): 503-513.

Lucchini E, Palandri F, Volpetti S, Vianelli N, Auteri G, Rossi E,
et al. Eltrombopag second-line therapy in adult patients with primary
immune thrombocytopenia in an attempt to achieve sustained
remission off-treatment: results of a phase II, multicentre, prospective
study. Br ] Haematol. 2021 ;193(2): 386-396.

Cantoni S, Carpenedo M, Mazzucconi MG, De Stefano V, Carrai
V, Ruggeri M, et al. Alternate use of thrombopoietin receptor
agonists in adult primary immune thrombocytopenia patients: A
retrospective collaborative survey from Italian hematology centers. Am
J Hematol. 2018;93(1): 58-64.

Mahévas M, Gerfaud-Valentin M, Moulis G, Terriou L, Audia S,
Guenin S, et al. Characteristics, outcome, and response to therapy of
immune Blood.

multirefractory  chronic thrombocytopenia.

2016;128(12): 1625-30.

Arnold DM, Jamula E, Heddle NM, Cook R], Hsia C, Sholzberg
M, et al. Peri-operative eltrombopag or immune globulin for patients
with immune thrombocytopaenia (The Bridging ITP Trial): Methods
and rationale. Thromb Haemost. 2019;119(3): 500-507


https://ashpublications.org/bloodadvances/article/3/22/3780/428877/Updated-international-consensus-report-on-the
https://ashpublications.org/bloodadvances/article/3/22/3780/428877/Updated-international-consensus-report-on-the
https://ashpublications.org/bloodadvances/article/3/23/3829/429213/American-Society-of-Hematology-2019-guidelines-for
https://ashpublications.org/bloodadvances/article/3/23/3829/429213/American-Society-of-Hematology-2019-guidelines-for
https://link.springer.com/article/10.1007/s12185-019-02790-z
https://link.springer.com/article/10.1007/s12185-019-02790-z
https://www.sciencedirect.com/science/article/abs/pii/S002577532100230X?via%3Dihub
https://www.sciencedirect.com/science/article/abs/pii/S002577532100230X?via%3Dihub
https://link.springer.com/article/10.1007/s00277-016-2665-3
https://link.springer.com/article/10.1007/s00277-016-2665-3
https://link.springer.com/article/10.1007/s00277-016-2665-3
https://www.dovepress.com/treatment-patterns-among-adults-with-primary-immune-thrombocytopenia-d-peer-reviewed-fulltext-article-CLEP
https://www.dovepress.com/treatment-patterns-among-adults-with-primary-immune-thrombocytopenia-d-peer-reviewed-fulltext-article-CLEP
https://www.dovepress.com/treatment-patterns-among-adults-with-primary-immune-thrombocytopenia-d-peer-reviewed-fulltext-article-CLEP
https://www.hindawi.com/journals/ah/2019/4621416/
https://www.hindawi.com/journals/ah/2019/4621416/
https://www.hindawi.com/journals/ah/2019/4621416/
https://journals.sagepub.com/doi/full/10.1177/20406207211048361
https://journals.sagepub.com/doi/full/10.1177/20406207211048361
https://journals.sagepub.com/doi/full/10.1177/20406207211048361
https://www.karger.com/Article/FullText/510676
https://www.karger.com/Article/FullText/510676
https://www.karger.com/Article/FullText/510676
https://onlinelibrary.wiley.com/doi/full/10.1002/rth2.12457
https://onlinelibrary.wiley.com/doi/full/10.1002/rth2.12457
https://onlinelibrary.wiley.com/doi/full/10.1002/rth2.12457
https://onlinelibrary.wiley.com/doi/full/10.1111/bjh.15803
https://onlinelibrary.wiley.com/doi/full/10.1111/bjh.15803
https://onlinelibrary.wiley.com/doi/full/10.1111/bjh.15803
https://onlinelibrary.wiley.com/doi/full/10.1111/bjh.15803
https://onlinelibrary.wiley.com/doi/abs/10.1111/bjh.17334
https://onlinelibrary.wiley.com/doi/abs/10.1111/bjh.17334
https://onlinelibrary.wiley.com/doi/abs/10.1111/bjh.17334
https://onlinelibrary.wiley.com/doi/abs/10.1111/bjh.17334
https://onlinelibrary.wiley.com/doi/full/10.1002/ajh.24935
https://onlinelibrary.wiley.com/doi/full/10.1002/ajh.24935
https://onlinelibrary.wiley.com/doi/full/10.1002/ajh.24935
https://ashpublications.org/blood/article/128/12/1625/73127/Characteristics-outcome-and-response-to-therapy-of
https://ashpublications.org/blood/article/128/12/1625/73127/Characteristics-outcome-and-response-to-therapy-of
https://www.thieme-connect.com/products/ejournals/abstract/10.1055/s-0038-1677531
https://www.thieme-connect.com/products/ejournals/abstract/10.1055/s-0038-1677531
https://www.thieme-connect.com/products/ejournals/abstract/10.1055/s-0038-1677531

	Contents
	Management of Adult Patients with Primary Immune Thrombocytopenia (ITP) in Clinical Practice: A Consensus Approach of the Spanish ITP Expert Group, Comment about Thrombopoietin Analogs
	DESCRIPTION
	REFERENCES




