
The First Five Years: CBER’s Use of Breakthrough Therapy Designation to Advance Products for Rare 

Diseases 

"In their poster presented at the 2017 NORD Breakthrough Summit, Lei Xu, Heather Erdman, Julia Jong 

and Julienne Vaillancourt of FDA’s Center for Biologics Evaluation and Research (CBER) provide an 

overview of CBER’s initial five-year experience in granting breakthrough therapy designation (BTD) to 

expedite development of novel biological products, particularly cell and gene therapy products, for use 

in rare diseases. BTD is an expedited program for development of drug and biological products intended 

to meet unmet medical needs.  BTD was made available to the FDA upon passage of the Food and Drug 

Administration Safety and Innovation Act (FDASIA) on July 9, 2012.  BTD offers intensive guidance on an 

efficient drug development program, organizational commitment involving senior managers, rolling 

review of a New Drug Application (NDA) or Biologics License Application (BLA), and other actions to 

expedite review such as eligibility for priority review.  To qualify for BTD a product must be intended to 

treat a serious condition, and the preliminary clinical evidence must indicate that the product 

demonstrates substantial improvement over existing therapies on one or more clinically significant 

endpoints. 

The authors show that between July 9, 2012, and July 8, 2018, CBER received 102 requests for BTD from 

sponsors of active investigational drug development programs. Of these, 30 requests (29%) were 

granted, 64 (63%) were denied, three (3%) were under review and pending a decision, and five (5%) 

were withdrawn prior to FDA making a decision. Of the 30 BTDs granted by CBER during this five-year 

time period, 19 (63%) are for orphan designated products being developed for use in rare diseases. Of 

the 30 granted BTDs, 21 (70%) are for cell and gene therapy products and nine (30%) are for other types 

of biological products. Fifteen (71%) of the 21 cell and gene therapy products that were granted BTD 

during this five year time period are for orphan designated products intended for use in rare diseases.   

The poster provides an example of a recent CBER approval of a gene therapy product with BTD: on 

August 30, 2017, CBER approved KYMRIAH (tisagenlecleucel) for treatment of refractory or relapsing B-

cell precursor acute lymphoblastic leukemia in patients up to 25 years of age, a rare pediatric cancer.  

The authors note that CBER’s experience with BTD during the first five years of the program as 

presented in the poster is good news for the rare disease community, since it furthers the promise of 

new treatments for unmet needs. The authors emphasize FDA’s commitment to focus resources to 

expedite development of products that meet the criteria for breakthrough therapy designation. [Note: 

the poster includes a disclaimer statement that the authors’ comments are an informal communication 

and do not bind or obligate FDA.]" 
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