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APPENDIX 1 

to “Nationwide survey on the use of thrombopoietin receptor agonists (TPO-RA) for the management of 
immune thrombocytopenia in current clinical practice in Italy” 

SURVEY (ENGLISH TRANSLATION) 
 
1)Based on the available scientific literature, do you think that TPO-RA may be adopted even at an 
earlier stage than allowed by the currently approved indications? 

o Yes  
o No 
o I don’t know 

 
2)Where would you position TPO-RA treatment? 

o As first line treatment, in association with steroids 
o As first line treatment, as an alternative to steroids 
o As first line treatment in selected cases (e.g. in diabetic or elderly or septic patients) 
o Immediately after steroids failure, administered for the time indicated by guidelines 
o After steroids failure and second line treatment failure (anti CD20 or splenectomy or other 

immunosuppressive drugs) 
 
3)Which characteristics/factors may favour the administration of TPO-RA? (multiple answers 
allowed) 
 Costs 
 Home administration/delivery, drug availability 
 Age 
 Need of frequent contacts with the patient 
 Time needed to reach a safe platelet count 
 Easy dose definition 
 Intolerance 
 Platelet count fluctuations 
 Comorbidities/concomitant medications/patient compliance 
 Other  

If answer to question 3 is “Other”, please specify which other characteristics/factors may favour TPO-
RA administration. 
 
4)Which characteristics/factors may disadvantage the administration of TPO-RA? (multiple answers 
allowed) 
 Costs 
 Home administration/delivery, drug availability 
 Age 
 Need of frequent contacts with the patient 
 Time needed to reach a safe platelet count 
 Easy dose definition 
 Intolerance 
 Platelet count fluctuations 
 Comorbidities/concomitant medications/patient compliance 
 Other  

If answer to question 4 is “Other”, please specify which other characteristics may disadvantage TPO-
RA administration. 
5)Do you administer TPO-RA more frequently: 

o In young patients 
o In elderly patients 
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o Indifferently 

 
6)If you adopt different approaches in young and elderly patients, please specify the main reasons 
that lead you to this choice: (multiple answers allowed) 
 Different thrombotic risk 
 Different bleeding risk 
 Toxicity 
 Lifestyle (e.g. frequent travels) 
 Nutrition 
 Different patient expectations 
 Higher frequency of concomitant disorders in the elderly patient 
 Higher burden for the elderly patient in accessing the hospital for frequent visits  
 I do not adopt different approaches in young and elderly patients  

 
7)Do you think that TPO-RA may be administered at different time points to patients older than 65 
years of age, compared to younger subjects? 

o No 
o Yes, I adopt them as a second line therapy after cortisone, regardless of the presence or not of 

cardiovascular risk factors or comorbidities 
o Yes, I adopt them as second line therapy, only in the absence of comorbidities impacting the 

cardiovascular risk 
 
8)What is your aim in prescribing TPO-RA to young patients? 

o To reach a safe platelet count (above 30-50 x 109/L ) 
o To reach a complete response (in order to evaluate tapering/discontinuation at a later time) 
o Other 

If answer to question 8 is  “Other”, please specify for what purpose you administer TPO-RA in young 
patients. 
 
9)What is your aim in prescribing TPO-RA to elderly patients? 

o To reach a safe platelet count (above 30-50 x 109/L) 
o To reach a complete response (in order to evaluate tapering/discontinuation at a later time) 
o Other 

If answer to question 9 is “Other”, please specify for what purpose you administer TPO-RA in elderly 
patients. 
 
10)When do you switch from one TPO-RA to another? (multiple answers allowed) 
 When PLT count is less than 20-30 x 109/L or less than double the basal value, after the 

administration of the maximum allowed dose for four consecutive weeks   
 When PLT count is less than 20-30 x 109/L or less than double the basal value, even without waiting 

to have reached the maximum allowed dose if the patient has bleeding diathesis 
 When a stable PLT count cannot be obtained, due to wide fluctuations in PLT count 
 In case of grade 3 toxicity 
 When the patient loses the response to the first TPO-RA 
 Patient preferences 
 Other 

If answer to question 10 is “Other”, please specify when to switch from one TPO-RA to another. 
 
11)According to your experience, in what percentage of cases is it possible to maintain a 
haematological response, even after treatment discontinuation (Treatment Free Response, TFR)? 

o In no case 
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o In 5-10% of patients 
o In 10-20% of patients 
o In 20-30% of patients 
o In 30-40% of patients 
o In 40-50% of patients 

 
12)When do you take into account the possibility to discontinue TPO-RA treatment, aiming to 
achieve TFR?   

o When PLT≥100 x 109/L for at least 3 months 
o When PLT≥100 x 109/L for at least 6 months 
o When PLT≥100 x 109/L for at least 9 months 
o When PLT≥100 x 109/L for at least 12 months 
o When PLT≥50 x 109/L for at least 3 months 
o When PLT≥50 x 109/L for at least 6 months 
o When PLT≥50 x 109/L for at least 9 months 
o When PLT≥50 x 109/L for at least 12 months 

 
13)How do you manage TPO-RA discontinuation (tapering schedule)? 

o I adopt a pre-defined tapering method that I apply regularly for both TPO-RA in all patients in 
which I try tapering 

o I do not adopt a pre-defined tapering method that I apply regularly for both TPO-RA and I define 
the tapering schedule for each patient based on the patient’s response  

 
13A)How do you taper TPO-RA? 

o I only reduce the TPO-RA dosage, keeping standard intervals between doses, as suggested by the 
drug technical sheet 

o I only prolong the interval between TPO-RA doses, keeping the effective dose unchanged, up to 
complete treatment discontinuation 

o I modify both the TPO-RA dosage and the intervals between administrations 
 
13B) What is the tapering duration? 

o Slow, progressive tapering, for a stable PLT count, until discontinuation within 4-6 months  
o Slow, progressive tapering, for a stable PLT count, until discontinuation within 2-4 months 
o Slow, progressive tapering, for a stable PLT count, until discontinuation within 1-2 months 
o Other 

If answer to question 13B is “Other”, please specify the timing of the tapering. 
 
14)During TPO-RA tapering, if platelet count decrease < 50 x 109/L without bleeding diathesis: 

o The effective dosage before tapering attempt is restored, and no further tapering is attempted 
o The dosage immediately preceding the last one is restored, even if lower than the one before the 

start of tapering, and tapering is then continued with prolonged time intervals 
o Low doses of steroids are temporarily associated to TPO-RA and tapering is continued 

 
15)Are TPO-RA associated with a higher risk of thrombotic complications? (multiple answers 
allowed) 
 Yes, compared to patients not receiving TPO-RA 
 Yes, but only in elderly patients compared to the younger ones 
 Yes, in women under hormonal treatment 
 Yes, but only in the presence of other concomitant risk factors for thrombosis 
 No 
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16)Do you take into account the administration of TPO-RA in patients with previous thrombotic 
events? 

o Yes 
o Yes, based on thrombophilia screening 
o No, never 

 
17)Do you administer TPO-RA in elderly patients with other concomitant risk factors for thrombosis 
in addition to advanced age? 

o No, I avoid TPO-RA in these subjects 
o Yes, I adopt it anyway 
o Yes, I adopt TPO-RA in these subjects, aiming to reach a PLT count between 50-100 x 109/L, and 

adding an antiplatelet or anticoagulant agent when PLT count is above 50 x 109/L 
 
18)What is the mean incidence of thrombotic events you observe in patients treated with TPO-RA? 

o <1% 
o 1-5% 
o 6-10% 
o 11-15% 
o 16-20% 
o >20% 

 
19)Thrombotic events mainly involve 

o Arteries 
o Veins 
o Indifferently 

 
20)Do you discontinue treatment with TPO-RA in patients experiencing a thrombotic event during 
treatment?  

o Yes 
o No, never 
o Only in case of venous thrombosis 
o Only in case of arterial thrombosis 
o Only in the acute phase of the event 
o Only if it is clinically significant (requiring hospital admission or interventional procedures), 

regardless the anatomical site 
 
21)If you continue treatment with TPO-RA after a thrombotic event, do you change treatment 
schedule? (multiple answers allowed) 
 Yes, I change TPO-RA  
 No, I do not change TPO-RA  
 I continue with the same TPO-RA but I reduce it to the minimum dosage able to maintain PLT 

count between 50-100 x 109/L 
 I combine TPO-RA with an antithrombotic therapy in the acute phase 
 I combine TPO-RA with an antiplatelet agent in the acute phase 
 After the acute phase (3-6 months), I continue the TPO-RA and I combine it with an antithrombotic 

prophylaxis 
 After the acute phase, I continue TPO-RA but I do not associate it with an antithrombotic 

prophylaxis 
If answer to question 21 is “I combine TPO-RA with an antithrombotic therapy in the acute phase”, which 
antithrombotic treatment do you administer in the acute phase? 
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If answer to question 21 is “I combine TPO-RA with an antiplatelet agent in the acute phase”, which 
antiplatelet agent do you administer in the acute phase? 
 
If answer to question 21 is “After the acute phase (3-6 months), I continue the TPO-RA and I combine it 
with an antithrombotic prophylaxis”, which antithrombotic prophylaxis do you administer after the 
acute phase? How long? 
 
22)During COVID-19 pandemic, do you administer TPO-RA in a different way? 

o No, I have not changed my practice 
o Yes, already as first line treatment 
o Yes, as second line treatment 
o I prefer TPO-RA over further more immunosuppressive treatments 

 
23)According to your personal experience (direct clinical experience or knowledge from the scientific 
literature), what is the incidence of thrombosis, within one year of treatment with TPO-RA, in 
patients with ITP older than 60? 

o <1% 
o 1-5% 
o 6-10% 
o 11-15% 
o 16-20% 
o >20% 

 
24)According to your personal experience (direct clinical experience or knowledge from the scientific 
literature), what is the incidence of thrombosis, after the first year of treatment with TPO-RA, in 
patients with ITP older than 60? 

o <1% 
o 1-5% 
o 6-10% 
o 11-15% 
o 16-20% 
o >20% 

 
25)Do you think that TPO-RA may induce thrombotic events with the same incidence? 

o Yes 
o No 

If answer to 25 is “No”, which TPO-RA do you consider is more dangerous? 
o Eltrombopag 
o Romiplostim 

 
26)In what percentage of cases do you associate another therapy to the TPO-RA? 

o <20% 
o 20-30% 
o 31-40% 
o 41-50% 
o >50% 

 
27)Which drug do you administer in association with TPO-RA? (multiple answers allowed) 
 Steroid 
 High Dose Immunoglobulins (HDIg) 
 Rituximab 
 Mycophenolate mofetil 
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 Cyclosporine 
 Azathioprine 
 Danazol 
 Other 

If answer to question 27 is “Other”, specify the drug(s) you combine with TPO-RA. 
 
28)Have you ever administered both TPO-RA at the same time? 

o Yes 
o No 

If answer to question 28 is “Yes”, specify the reason. 
If answer to question 28 is “Yes”, specify the response rate. 
 
29)Did you have patients that, after years of treatment with TPO-RA, even with a good response, 
asked to change treatment to avoid the chronic intake of the drug? 

o Yes 
o No 

If answer to question 29 is “Yes”, which treatment did you choose? 
o Rituximab 
o Splenectomy 

 
30)Have you ever administered TPO-RA in pregnant women? 

o Yes 
o No 

If answer to question 30 is “Yes”, during the first, second or third trimester? (multiple answers 
allowed) 
 First trimester 
 Second trimester 
 Third trimester 

If answer to question 30 is “Yes”, in how many patients? 
 
31)Do you consider the concomitant detection of antiphospholipid antibodies (APL) an absolute 
contraindication to TPO-RA administration? 

o Yes 
o No 

If answer to question 31 is “No”, how many patients have you treated? 
 
Comments  
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SUMMARY OF THE ANSWERS TO THE ITEMS DIVIDED IN THE 9 ADDRESSED DOMAINS 
Timing of administration of TPO-RA and preferred agent 
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Modality and purpose of treatment in young and elderly patients 
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Parameters evaluated to discontinue treatment in young and elderly patients 

 

 



12 
 

 
Switching and tapering of TPO-RA 
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Perceived thrombotic risk associated with TPO-RA 
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Perceived incidence of thrombosis during TPO-RA treatment and its management  
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TPO-RA during COVID-19 pandemic 
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Administration of TPO-RA in combination or associated with other agents 
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Selected challenging scenarios 
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APPENDIX 2 
to “Nationwide survey on the use of thrombopoietin receptor agonists (TPO-RA) for the management of immune 

thrombocytopenia in current clinical practice in Italy” 
List of participants 

First and last name Affiliation(s) * 
Jacopo Agnelli Giacchello SSD Ematologia, ASL TO4, Ospedali di Ivrea, Chivasso e Ciriè 
Angela Amendola Ematologia Centro trapianti CSE, AOR SAN CARLO, Potenza 
Alessandro Andriani UOC di Ematologia, Osp. F. Spaziani, ASL Frosinone 
Cesare Astori Clinica Ematologica, Fondazione-Policlinico San Matteo, Pavia 
Giuseppe Auteri Istituto di Ricovero e Cura a Carattere Scientifico (IRCCS) Azienda Ospedaliero-

Universitaria di Bologna, Istituto di Ematologia "Seràgnoli, Bologna, Italy 
Dipartimento di Medicina Specialistica, Diagnostica e Sperimentale, Università di 
Bologna, Bologna, Italy 

Erminia Baldacci Ematologia, Policlinico Umberto I, Roma 
Roberta Battistini A.O. San Camillo Forlanini, UOC Ematologia e Trapianto CSE, Dip. Oncologia e 

Medicine Specialistiche, Roma 
Marta Bellini Ematologia, ASST Papa Giovanni XXIII, Bergamo, Italy 
Antonella Bertomoro Clinica medica 1 AOPD, Padova 
Annalisa Biagi Ematologia, Ospedale S.M.Goretti, Latina  
Sara Bigliardi UOSD di Oncologia, Area Sud, sede di Sassuolo, AUSL Modena 
Atto Billio Divisione di Ematologia e TMO, Ospedale San Maurizio, Bolzano 
Monica Bocchia UOC Ematologia, Azienda Ospedaliero Universitaria Senese, Università di Siena 
Alessandra Borchiellini Centro di Riferimento Regionale Malattie Emorragiche e Trombotiche 

EMATOLOGIA U Città della salute e della scienza di Torino 
Costanza Bosi Ematologia e Centro Trapianti Midollo Osseo, Ospedale Guglielmo da Saliceto, 

Piacenza 
Francesco Buccisano Dipartimento di Biomedicina e Prevenzione, Università Tor Vergata di Roma, Roma 
Giuseppina Calvaruso Ematologia II Ospedale V. Cervello Palermo  
Silvia Cantoni Dipartimento di Ematologia e Oncologia, Niguarda Cancer Center, Grande Ospedale 

Metropolitano ASST Niguarda, Milano 
Giovanni Caocci Dipartimento Scienze Mediche e Sanità Pubblica, Università degli Studi di Cagliari 

Ematologia, Centro Trapianti Midollo Osseo, Ospedale “A. Businco", Cagliari 
Enrico Capochiani  UOC Ematologia Aziendale, Azienda USL Toscana Nord Ovest 
Domenica Caramazza Affiliate to Hematolgy, University Hospital ASST Sette Laghi, Ospedale di Circolo 

e Fondazione Macchi, Varese, Italy 
Tommaso Caravita di Toritto UOSD Ematologia ASL Roma1 
Alessandra Caremani U.O.S.D. Ematologia, Osp. S. Donato, Arezzo 
Giuseppe Carli Department of Hematology, San Bortolo Hospital, Vicenza, Italy 
Monica Carpenedo UO Ematologia e Trapianto, ASST Ospedale San Gerardo di Monza 
Valentina Carrai SOD Ematologia, Azienda Ospedaliero Universitaria Careggi, Firenze 
Francesco Cavazzini Unità Operativa di Ematologia, Ferrara 
Michele Cedrone  UOC Ematologia, Azienda Ospedaliera San Giovanni - Addolorata, Roma 
Elisabetta Cerchiara Policlinico Campus bio medico, Roma  
Federico Chiurazzi Azienda Ospedaliera Universitaria Federico II, Napoli 
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Fabrizio Ciambelli S.C. Ematologia, Busto Arsizio  
Lorella Cimarosto UOSD Ematologia, Belluno  
Cristina Clissa U.O.C. Ematologia e Centro Trapianti di midollo Osseo - Azienda Ospedaliera 

Universitaria Integrata (AOUI) di Verona 
Clelia Criscuolo UOC Ematologia, P.O. San Giuseppe Moscati, Aversa (Ce) 
Monica Crugnola UOC Ematologia e CTMO, Azienda Ospedaliero Universitaria Parma 
Mariella D'Adda S.C. Ematologia, ASST Spedali Civili, Brescia 
Alessandra D'Addio  U.O.C. di Ematologia, Azienda Unità Sanitaria Locale della Romagna, Ravenna, 

Italy 
Maria Rosaria De Paolis UOC Ematologia PO Vito Fazzi, Lecce 
Arbana Dizdari Ematologia, Ospedale Santa Maria delle croci, Ravenna  
Bruno Fattizzo Department of Oncology and Oncohematology, University of Milan, Italy 

Fondazione IRCCS Ca' Granda Ospedale Maggiore Policlinico, Milan, Italy 
Antonella Ferrari UOC Ematologia, Azienda Ospedaliera Universitaria Sant'Andrea, Università 

"Sapienza" Roma 
Fabio Forghieri UOC Ematologia, AOU di Modena  
Claudio Fozza Department of Medical, Surgical and Experimental Sciences, University of Sassari 
Vittorio Fregoni UOC di Medicina Generale Ospedale Morelli di Sondalo, UOS di Ematologia 
Angelo Gardellini U.O. di Ematologia, Ospedale Valduce, Como 
Massimo Gentile UOC Ematologia, AO Cosenza 
Marco Giovannini UOC Ematologia, Ospedale S.Eugenio, Roma 
Gaetano Giuffrida Centro di riferimento regionale per la prevenzione, diagnosi e cura delle malattie 

rare, Division of Haematology, A.O.U Policlinico Vittorio Emanuele, Catania 
Mariella Grasso AO S. Croce-Carle, Cuneo 
Paolo Gresele Sezione di Medicina Interna e Cardiovascolare, Dipartimento di Medicina e 

Chirurgia, Università di Perugia 
Anna Guella Ematologia, Ospedale S. Chiara, Trento 
Vanessa Innao Divisione di Ematologia - A.R.N.A.S. Garibaldi di Catania 
Gaetano La Barba Malattie Rare del Sangue, Ematologia Clinica, Pescara  
Alessandro Lucchesi Hematology Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) 

"Dino Amadori", 47014 Meldola (FC), Italy 
Elisa Lucchini SC Ematologia, Azienda Sanitaria Universitaria Giuliano-Isontina, Trieste 
Domenico Magro UOC di Ematologia - Azienda Ospedaliera "Pugliese-Ciaccio" di Catanzaro 
Monia Marchetti Ospedale Cardinal Massaia, Asti, Italy 
Maria Carmen Martorelli AOU San Giovanni di Dio e Ruggi D'Aragona, Salerno  
Alfredo Molteni UOC Ematologia e CTMO, ASST Cremona 
Alessandro Morotti Dept. of Clinical and Biological Sciences, University of Turin, Orbassano, Italy 
Olga Mulas Department of Medical Sciences and Public Health, University of Cagliari 

Hematology Unit, Businco Hospital, Cagliari 
Mariasanta Napolitano Department of Health Promotion, Mother and Child Care, Internal Medicine and 

Medical Specialties (PROMISE), University of Palermo, Reference Regional Center 
for Thrombosis and Hemostasis, Hematology Unit, Palermo  

Ubaldo Occhini UOSD Ematologia, Usl Toscana SE, Arezzo 
Esther Natalie Oliva Hematology Unit, Grande Ospedale Metropolitano BMM, Reggio Calabria, Italy 
Domenico Pastore Ematologia con Trapianto, Brindisi 
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Vincenzo Pavone AO Cardinale G. Panico, Tricase (LE)  
Giuseppe Polimeno UOC di Oncologia ed Ematologia, Ospedale Generale Regionale F. Miulli 

Acquaviva delle Fonti (BA) 
Antonella Poloni Clinica di Ematologia, Università Politecnica Marche-AOU Ospedali Riuniti, 

Ancona 
Alessandra Ricco UO. Ematologia con trapianto, A.O.U Policlinico - Bari 
Gian Matteo Rigolin Hematology Section, St. Anna University Hospital, Ferrara, Italy 
Elena Rivolti Ematologia, AUSL - IRCCS - Reggio Emilia 
Roberta Rocconi Ematologia Ospedale dell'Angelo, Venezia  
Elena Rossi Sezione di Ematologia, Dipartimento di Scienze Radiologiche ed Ematologiche, 

Università Cattolica 
Fondazione Policlinico A. Gemelli IRCCS, Roma 

Sabina Russo UOC Ematologia AOU G.Martino Policlinico di Messina 
Teresa Maria Santeramo Hematology Department of the Mons Dimiccoli Hospital, Barletta, Italy 
Roberto Mario Santi Responsabile SSD Emostasi e Trombosi -  Head Thrombosis & Hemostasis Center, 

Az. Ospedaliera “SS.Antonio e Biagio e Cesare Arrigo”, Alessandria 
Cristina Santoro Ematologia, Azienda Ospedaliero Universitaria Policlinico Umberto I, Roma 
Roberto Sartori Onco Hematology Unit, Veneto Institute of Oncology IOV-IRCCS, Padua, Italy 
Potito Rosario Scalzulli Ospedale "Casa Sollievo della Sofferenza" San Giovanni Rotondo  
Carmine Selleri UOC Ematologia, AOU S.Giovanni di Dio e Ruggi d’Aragona, Università di 

Salerno, Salerno, Italia 
Silvia Sibilla  UO Ematologia e Trapianto, Azienda Ospedaliera “Card. G. Panico”, Tricase (LE) 
Maria Pina Simula Ematologia e CTMO, Ospedale Oncologico "Businco", Cagliari 
Piera Sivera S.C.D.U Ematologia e Terapie Cellulari, A.O Mauriziano Umberto I di Torino 
Emanuele Sutto Istituto L. e A. Seragnoli, Policlinico di Sant'Orsola, Bologna  
Tiziana Anna Urbano Ematologia, Taranto  
Antonella Vaccarino SSD Ematologia e Malattie Trombotiche, Ospedale San Giovanni Bosco -ASL Città 

di Torino 
Fabrizio Vianello UOC Ematologia - Dipartimento di Medicina DIMED 

Università degli studi di Padova 
Stefano Volpetti Clinica Ematologica, Centro Trapianti e Terapie Cellulari, Presidio Ospedaliero 

Universitario "Santa Maria della Misericordia”, Azienda Sanitaria Universitaria 
Friuli Centrale 

*Affiliations refer to the time of completing the survey. 
 


