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Adaptive trial designs can considerably improve upon traditional designs, by modifying design aspects of the
ongoing trial, like early stopping, adding, or dropping doses, or changing the sample size. In the present work,
we propose a two-stage Bayesian adaptive design for a Phase IIb study aimed at selecting the lowest effective
dose for Phase III. In this setting, efﬁcacy has been proved for a high dose in a Phase IIa proof-of-concept study,
but the existence of a lower but still effective dose is investigated before the scheduled Phase III starts. In the
ﬁrst stage, we randomize patients to placebo, maximal tolerated dose, and one or more additional doses within
the dose range. Based on an interim analysis, we either stop the study for futility or success or continue the
study to the second stage, where newly recruited patients are allocated to placebo, some fairly high dose, and one
additional dose chosen based on interim data. At the interim analysis, we use the criteria based on the predictive
probability of success to decide on whether to stop or to continue the trial and, in the latter case, which dose to
select for the second stage. Finally, we will select a dose as lowest effective dose for Phase III either at the end of
the ﬁrst stage or at the end of the second stage. We evaluate the operating characteristics of the procedure via
simulations and present the results for several scenarios, comparing the performance of the proposed procedure
to those of the non-adaptive design.
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				Abstract

				Adaptive trial designs can considerably improve upon traditional designs, by modifying design aspects of the
ongoing trial, like early stopping, adding, or dropping doses, or changing the sample size. In the present work,
we propose a two-stage Bayesian adaptive design for a Phase IIb study aimed at selecting the lowest effective
dose for Phase III. In this setting, efﬁcacy has been proved for a high dose in a Phase IIa proof-of-concept study,
but the existence of a lower but still effective dose is investigated before the scheduled Phase III starts. In the
ﬁrst stage, we randomize patients to placebo, maximal tolerated dose, and one or more additional doses within
the dose range. Based on an interim analysis, we either stop the study for futility or success or continue the
study to the second stage, where newly recruited patients are allocated to placebo, some fairly high dose, and one
additional dose chosen based on interim data. At the interim analysis, we use the criteria based on the predictive
probability of success to decide on whether to stop or to continue the trial and, in the latter case, which dose to
select for the second stage. Finally, we will select a dose as lowest effective dose for Phase III either at the end of
the ﬁrst stage or at the end of the second stage. We evaluate the operating characteristics of the procedure via
simulations and present the results for several scenarios, comparing the performance of the proposed procedure
to those of the non-adaptive design.
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					simulazione ASN

					
				

				
					Il report seguente simula gli indicatori relativi alla propria produzione scientifica in relazione alle soglie ASN 2023-2025 del proprio SC/SSD. Si ricorda che il superamento dei valori soglia (almeno 2 su 3) è requisito necessario ma non sufficiente al conseguimento dell'abilitazione.
La simulazione si basa sui dati IRIS e sugli indicatori bibliometrici alla data indicata e non tiene conto di eventuali periodi di congedo obbligatorio, che in sede di domanda ASN danno diritto a incrementi percentuali dei valori. La simulazione può differire dall'esito di un’eventuale domanda ASN sia per errori di catalogazione e/o dati mancanti in IRIS, sia per la variabilità dei dati bibliometrici nel tempo. Si consideri che Anvur calcola i valori degli indicatori all'ultima data utile per la presentazione delle domande.

La presente simulazione è stata realizzata sulla base delle specifiche raccolte sul tavolo ER del Focus Group IRIS coordinato dall’Università di Modena e Reggio Emilia e delle regole riportate nel DM 589/2018 e allegata Tabella A. Cineca, l’Università di Modena e Reggio Emilia e il Focus Group IRIS non si assumono alcuna responsabilità in merito all’uso che il diretto interessato o terzi faranno della simulazione. Si specifica inoltre che la simulazione contiene calcoli effettuati con dati e algoritmi di pubblico dominio e deve quindi essere considerata come un mero ausilio al calcolo svolgibile manualmente o con strumenti equivalenti.
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