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Abstract 

Introduction: Tuberous sclerosis complex is a rare genetic disorder leading to the growth of hamartomas 

in multiple organs, including cardiac rhabdomyomas. Children with symptomatic cardiac rhabdomyoma 

require frequent admissions to intensive care units, have major complications, namely, arrhythmias, 

cardiac outflow tract obstruction and heart failure, affecting the quality of life and taking on high 

healthcare cost. Currently, there is no standard pharmacological treatment for this condition, and the 

management includes a conservative approach and supportive care. Everolimus has shown positive 

effects on subependymal giant cell astrocytomas, renal angiomyolipoma and refractory seizures 

associated with tuberous sclerosis complex. However, evidence supporting efficacy in symptomatic 

cardiac rhabdomyoma is limited to case reports. The ORACLE trial is the first randomised clinical trial 

assessing the efficacy of everolimus as a specific therapy for symptomatic cardiac rhabdomyoma. 

Methods: ORACLE is a phase II, prospective, randomised, placebo-controlled, double-blind, multicentre 

protocol trial. A total of 40 children with symptomatic cardiac rhabdomyoma secondary to tuberous 

sclerosis complex will be randomised to receive oral everolimus or placebo for 3 months. The primary 

outcome is 50% or more reduction in the tumour size related to baseline. As secondary outcomes we 

include the presence of arrhythmias, pericardial effusion, intracardiac obstruction, adverse events, 

progression of tumour reduction and effect on heart failure. Conclusions: ORACLE protocol addresses a 

relevant unmet need in children with tuberous sclerosis complex and cardiac rhabdomyoma. The results 

of the trial will potentially support the first evidence-based therapy for this condition. 

 

https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Stelmaszewski,%20EV
javascript:sup_focus('addressWOS:000537658300006-1')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Parente,%20DB
javascript:sup_focus('addressWOS:000537658300006-2')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Farina,%20A
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Farina,%20A
javascript:sup_focus('addressWOS:000537658300006-3')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Stein,%20A
javascript:sup_focus('addressWOS:000537658300006-4')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Gutierrez,%20A
javascript:sup_focus('addressWOS:000537658300006-5')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Raquelo-Menegassio,%20AF
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Raquelo-Menegassio,%20AF
javascript:sup_focus('addressWOS:000537658300006-6')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Manterola,%20C
javascript:sup_focus('addressWOS:000537658300006-7')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=de%20Sousa,%20CF
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=de%20Sousa,%20CF
javascript:sup_focus('addressWOS:000537658300006-8')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Victor,%20C
javascript:sup_focus('addressWOS:000537658300006-9')
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=AU&value=Maki,%20D
javascript:sup_focus('addressWOS:000537658300006-10')
javascript:hide_show('more_authors_authors_txt_label',%20'inline');hide_show('show_more_authors_authors_txt_label',%20'none');hide_show('hide_more_authors_authors_txt_label',%20'inline')
javascript:hide_show('show_resc_blurb',%20'inline');hide_show('show_resc_blurb_link',%20'none');hide_show('hide_resc_blurb_link',%20'inline')
javascript:;


Palabras clave 

Palabras clave de autor:Everolimus; cardiac rhabdomyoma; tuberous sclerosis complex; children 

KeyWords Plus:GIANT-CELL 

ASTROCYTOMAS; COMPLEX; REGRESSION; ANGIOMYOLIPOMA; SAFETY; EFFICACY; TH

ERAPY; EXIST-1 

Información del autor 

Dirección para petición de copias: Stelmaszewski, EV (corresponding author) 

 

Hosp Garrahan, Dept Pediat Cardiol, Combate Pozos 1881, RA-1245 Buenos Aires, DF, Argentina. 

Direcciones: 

 

[ 1 ] Hosp Pediat Garrahan, Dept Pediat Cardiol, Buenos Aires, DF, Argentina 

 

[ 2 ] Univ Fed Rio de Janeiro, DOr Inst Res & Educ, Dept Radiol, Rio De Janeiro, Brazil 

       [ 3 ] Mundipharma Pharmaceut SRL, Med Affairs Dept, Milan, Italy 

       [ 4 ] Hosp Moinhos de Vento, Dept Nephrol, Porto Alegre, RS, Brazil 

 

[ 5 ] Pontificia Univ Catolica Madre & Maestra, Fac Ciencias Salud, Santiago De Caballeros, 

Dominican Rep 

 

[ 6 ] Escola Bahiana Med & Saude Publ, Dept Med, Salvador, BA, Brazil 

 

[ 7 ] Univ Chile, Fac Med, Clin Alemana Santiago, Dept Neurol, Santiago, Chile 

 

[ 8 ] Fac Oswaldo Cruz, Dept Pharm, Sao Paulo, Brazil 

       [ 9 ] Inst Canc Estado Sao Paulo ICESP, Dept Oncol, Sao Paulo, Brazil 

 

[ 10 ] Hamad Med Corp HMC, Hamad Gen Hosp, Dept Nephrol, Doha, Qatar 

 

[ 11 ] Nova Southeastern Univ, Coll Dent Med, Community & Publ Hlth Sci Dept, Davie, FL USA 

 

[ 12 ] Univ Florida, Coll Dent, Community Dent & Behav Sci Dept, Gainesville, FL USA 

 

[ 13 ] Univ Fed Sao Paulo UNIFESP, Dept Neurol, Sao Paulo, Brazil 

       [ 14 ] Communicable Dis Ctr, Infect Dis Dept, Doha, Qatar 

       [ 15 ] Inst Nacl Canc Rosa Emilia Sanchez Perez de Tavar, Oncol Dept, Santo Domingo, Dominican 

Rep 

 

[ 16 ] Natl Inst Psychiat, Mood Disorders Dept, Mexico City, DF, Mexico 

       [ 17 ] Hosp Pediat Misericordia, Pediat Neurol Dept, Bogota, Colombia 

 

[ 18 ] Univ Iberoamer Unibe, Dept Med, Santo Domingo, Dominican Rep 

       [ 19 ] Eurofarma, Dept Med, Sao Paulo, Brazil 

       [ 20 ] Cardiovasc Res Inst, Dept Nephrol, Basel, Switzerland 

 

[ 21 ] Univ Toronto, Princess Margaret Canc Ctr, Dept Ophthalmol, Toronto, ON, Canada 

https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=Everolimus&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=cardiac+rhabdomyoma&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=tuberous+sclerosis+complex&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=children&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=GIANT-CELL+ASTROCYTOMAS&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=GIANT-CELL+ASTROCYTOMAS&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=COMPLEX&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=REGRESSION&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=ANGIOMYOLIPOMA&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=SAFETY&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=EFFICACY&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=THERAPY&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=THERAPY&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=7DLc8vjy1RmSgkoHkFJ&field=TS&value=EXIST-1&uncondQuotes=true
javascript:hide_show('reprint_pref_org_exp_link_1', 'inline');hide_show('show_reprint_pref_org_exp_link_1', 'none');hide_show('hide_reprint_pref_org_exp_link_1', 'inline')
javascript:hide_show('research_pref_org_exp_link_1', 'inline');hide_show('show_research_pref_org_exp_link_1', 'none');hide_show('hide_research_pref_org_exp_link_1', 'inline')
javascript:hide_show('research_pref_org_exp_link_2', 'inline');hide_show('show_research_pref_org_exp_link_2', 'none');hide_show('hide_research_pref_org_exp_link_2', 'inline')
javascript:hide_show('research_pref_org_exp_link_5', 'inline');hide_show('show_research_pref_org_exp_link_5', 'none');hide_show('hide_research_pref_org_exp_link_5', 'inline')
javascript:hide_show('research_pref_org_exp_link_6', 'inline');hide_show('show_research_pref_org_exp_link_6', 'none');hide_show('hide_research_pref_org_exp_link_6', 'inline')
javascript:hide_show('research_pref_org_exp_link_7', 'inline');hide_show('show_research_pref_org_exp_link_7', 'none');hide_show('hide_research_pref_org_exp_link_7', 'inline')
javascript:hide_show('research_pref_org_exp_link_8', 'inline');hide_show('show_research_pref_org_exp_link_8', 'none');hide_show('hide_research_pref_org_exp_link_8', 'inline')
javascript:hide_show('research_pref_org_exp_link_10', 'inline');hide_show('show_research_pref_org_exp_link_10', 'none');hide_show('hide_research_pref_org_exp_link_10', 'inline')
javascript:hide_show('research_pref_org_exp_link_11', 'inline');hide_show('show_research_pref_org_exp_link_11', 'none');hide_show('hide_research_pref_org_exp_link_11', 'inline')
javascript:hide_show('research_pref_org_exp_link_12', 'inline');hide_show('show_research_pref_org_exp_link_12', 'none');hide_show('hide_research_pref_org_exp_link_12', 'inline')
javascript:hide_show('research_pref_org_exp_link_13', 'inline');hide_show('show_research_pref_org_exp_link_13', 'none');hide_show('hide_research_pref_org_exp_link_13', 'inline')
javascript:hide_show('research_pref_org_exp_link_16', 'inline');hide_show('show_research_pref_org_exp_link_16', 'none');hide_show('hide_research_pref_org_exp_link_16', 'inline')
javascript:hide_show('research_pref_org_exp_link_18', 'inline');hide_show('show_research_pref_org_exp_link_18', 'none');hide_show('hide_research_pref_org_exp_link_18', 'inline')
javascript:hide_show('research_pref_org_exp_link_21', 'inline');hide_show('show_research_pref_org_exp_link_21', 'none');hide_show('hide_research_pref_org_exp_link_21', 'inline')


 

[ 22 ] Univ Jordan, Dept Med, Amman, Jordan 

 

[ 23 ] Hamad Med Corp, Emergency Dept, Doha, Qatar 

 

[ 24 ] Fac Med ABC, Dept Oncol, Santo Andre, SP, Brazil 

 

[ 25 ] Hamad Med Corp, Hamad Gen Hosp, Dept Geriatr, Doha, Qatar 

       [ 26 ] Univ San Martin Porres USMP, Ctr Genet & Biol Mol CGBM, Fac Med Humana, Genet & Mol 

Biol Dept,Inst Invest, Lima, Peru 

 

[ 27 ] Tecnol Monterrey, Escuela Med & Ciencias Salud, Dept Med, Monterrey, Mexico 

 

[ 28 ] Hamad Med Corp, Dept Pharm, Doha, Qatar 

       [ 29 ] Baxter Healthcare, Hlth Econ & Outcomes Res Dept, Sao Paulo, Brazil 

       [ 30 ] Dr Alzir Bernardino Alves Pediat Hosp & Matern, Pediat Cardiol Dept, Vila Velha, ES, Brazil 

Direcciones de correo electrónico:eryvictoria@yahoo.com.ar 

Editorial 

CAMBRIDGE UNIV PRESS, EDINBURGH BLDG, SHAFTESBURY RD, CB2 8RU CAMBRIDGE, 

ENGLAND 

Información de la revista 

 Impact Factor: Journal Citation Reports 

Categorías / Clasificación 

Áreas de investigación:Cardiovascular System & Cardiology; Pediatrics 

Categorías de Web of Science:Cardiac & Cardiovascular Systems; Pediatrics 

Información del documento 

Idioma:English 

Número de acceso: WOS:000537658300006 

ID de PubMed: 31983379 

ISSN: 1047-9511 

eISSN: 1467-1107 

 

mailto:eryvictoria@yahoo.com.ar
javascript:;
javascript:hide_show('research_pref_org_exp_link_22', 'inline');hide_show('show_research_pref_org_exp_link_22', 'none');hide_show('hide_research_pref_org_exp_link_22', 'inline')
javascript:hide_show('research_pref_org_exp_link_23', 'inline');hide_show('show_research_pref_org_exp_link_23', 'none');hide_show('hide_research_pref_org_exp_link_23', 'inline')
javascript:hide_show('research_pref_org_exp_link_24', 'inline');hide_show('show_research_pref_org_exp_link_24', 'none');hide_show('hide_research_pref_org_exp_link_24', 'inline')
javascript:hide_show('research_pref_org_exp_link_25', 'inline');hide_show('show_research_pref_org_exp_link_25', 'none');hide_show('hide_research_pref_org_exp_link_25', 'inline')
javascript:hide_show('research_pref_org_exp_link_27', 'inline');hide_show('show_research_pref_org_exp_link_27', 'none');hide_show('hide_research_pref_org_exp_link_27', 'inline')
javascript:hide_show('research_pref_org_exp_link_28', 'inline');hide_show('show_research_pref_org_exp_link_28', 'none');hide_show('hide_research_pref_org_exp_link_28', 'inline')

