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                The case for CTL019's approval is persuasive. Its dramatic efficacyâ€”an 82.5% overall response rate in a pivotal program treating highly refractory patients and a 79% survival probability over 12 monthsâ€”combined with an apparently manageable safety profile, makes the agency's go-ahead a formality (Table 1). The arguments in favor of approval are made even more compelling by the limited treatments for the approximately 15% of pediatric ALL patients who relapse after high-dose chemotherapy (Table 2). Their only option, a hematopoietic stem cell transplant, is potentially curative but remains a high risk. Will CAR-T therapy will be a bridge to, or, ultimately, a replacement for, transplant? â€œObviously, we all sure hope it's a replacement for it,â€� says Timothy Cripe, professor of pediatrics at The Ohio State University in Columbus, Ohio, and a member of the ODAC panel.
Table 1 CD19-directed CAR-T cell therapies in developmentFull size table

Table 2 Summary of clinical efficacy data for pediatric r/r ALL therapiesFull size table

Once it is approved, Basel, Switzerlandâ€“based Novartis plans to restrict the initial roll-out of CTL019 to 30â€“35 accredited treatment centers in the US, all of which will be trained on a comprehensive risk-mitigation strategy that drew high praise from several ODAC members during the July 12 hearing. Novartis will provide training to transplant teams on managing cytokine release syndrome (CRS)â€”which occurred in 81% of patients treated in its pivotal programâ€”and neurotoxicities associated with CTL019 therapy. An authorized Novartis representative will be on site to monitor performance and compliance and to ensure that the correct systems are in place to ensure that only accredited personnel can prescribe CTL019. Depending on the experience gained with CTL019 during the first six to twelve months after approval, the therapy may then be rolled out to additional centers, says David Lebwohl, CAR-T franchise global program head at Novartis.
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