Questions for Committee:

1. Please discuss under what conditions clinical trials using retroviral vectors to transduce CD34+ hematopoietic stem cells for the treatment of SCID may resume.  Currently, before sponsors of these trials may proceed with clinical trials, they need to provide a revised informed consent document and plans for monitoring of peripheral blood cells for the clonality of vector integration.  

Is this sufficient, or should additional conditions be placed on these trials?  Please consider the following:

a. Dose (vector, cell, or integration number)

b. Preclinical studies

c. Target cells

d. Vector design (including consideration of transgene-specific effects)

2. Please discuss under what conditions clinical trials using retroviral vectors to transduce CD34+ hematopoietic stem cells in other clinical indications may resume.  Currently, before sponsors of these trials may proceed with clinical trials, they need to provide a revised informed consent document and plans for monitoring of peripheral blood cells for the clonality of vector integration.  

Is this sufficient, or should additional conditions be placed on these trials?  Please consider the following:

a. Dose (vector, cell, or integration number)

b. Preclinical studies

c. Target cells

d. Vector design (including consideration of transgene-specific effects)

3. Should retroviral vector marking studies where no direct therapeutic benefit is possible be allowed to proceed? Please consider the following in your discussion:

a. Risk/benefit

b. Vector design

c. Target cells

4. Given the properties of lentiviral vectors to transduce and integrate into non-dividing cells and their increased efficiency of transduction, please compare the current requirements for clinical use of retroviral vectors to those that should be in place for the use of lentiviral vectors.  We currently are requesting that sponsors revise their informed consent and monitor peripheral blood cells for the clonality of vector integration.  Is this sufficient, or should additional conditions be placed on these trials?

