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The Division of AIDS, National Institute of Allergy and Infectious Diseases has the following questions and comments on the Draft Guidance for Industry: How to Comply with the Pediatric Research Equity Act. (Released September 7, 2005).

In general, the guidance gives an excellent summary of the requirements of the Act. The attached sample waiver and deferral requests are very useful, but guidance given for the contents of the pediatric plans, assessments, and study results and the definitions of several terms should be considerably more detailed.

Does the Pediatric Research Equity Act apply to preventative vaccines?

The document states that the Pediatric Research Equity Act (PREA) applies to drugs and biological products. Although there is reference to “products that represent significant prevention of a disease” (section V. B), the applicability of the Act to preventative vaccines is not explicitly stated. It would be helpful if the guidance specified whether it applies to all biological products regulated by CDER (therapeutic protein biologicals) and CBER (preventative vaccines).

Should 16 and 17 year olds be included in the Pediatric Plan?

The document references the age range of the pediatric population to be “birth to 16 years” (section V. B). However the age for legal consent to enroll in adult clinical trials generally begins at 18 (depending on the state or country in which the trial is conducted). Adolescents (16- and 17-year olds) are at high risk for certain diseases and are not included in adult trials nor covered under the proposed pediatric plan. We request the guidance to clarify what is to be done with regard to 16- and 17-year olds who are not within the definition in 21 CFR 201.57 (f) (9) (i) of the pediatric population (“ages 12 to 15 years (up to 16 years)”) but who also are not considered adults in most states/countries. Clarification would be useful given the lack of harmonization on this definition with ICH guidelines (“those of age 12 to 16 or 18” ICH Topic E11, Clinical Investigation of Medicinal Products in the Paediatric Population). 

What level of detail is needed for the pediatric plan?

The pediatric plan (section V.) is defined as “a statement of intent that outlines the pediatric studies.” It would be helpful if the guidance can provide clearer description of what is expected in the pediatric plan submission. For instance, are full protocols for pediatric studies required at the time of submission? Does the plan need to include detailed description (and results) of feasibility studies?

Please clarify if end-of-phase I meetings are granted for non-fast track products?

The document states that all products intended for life-threatening or severely debilitating diseases are encouraged to discuss the pediatric plan at pre-IND and end-of-phase I meetings (section V. A). Will products intended for life-threatening or severely debilitating diseases, such as vaccines against HIV/AIDS, be granted end-of-phase I meetings when fast-track designation has not been granted to those products/indications?  

The guidance states that “In general, studies of drugs or biological products for diseases that are life-threatening or severely debilitating in pediatric patients and that lack adequate therapy could begin earlier than studies of other products because of the urgency of the need for the products may justify early trials despite the relative lack of safety and effectiveness information.”  

Would HIV/AIDS vaccines qualify for this as well (beginning pediatric studies early in clinical development while there is a relative lack of safety, and particularly efficacy, data) or do they need to be demonstrated to be “promising” in adults (i.e., safety and efficacy data? safety and immunogenicity data?) before the pediatric assessment could begin? 
Waivers and Deferrals granted after key meetings

In Section V. A, the guidance should indicate that the FDA decision to waive or defer pediatric studies made at key meetings may be reversed or modified at the time of review of the NDA, BLA, or supplement.

Clarification of the definition of therapeutic benefit is necessary when considering studies of preventative vaccines

When conducting studies of HIV/AIDS preventative vaccines (and in fact, all vaccines or other products for diseases in which there are no established correlates of protection) it is assumed that there may not be therapeutic benefit until efficacy trials are completed and efficacy is demonstrated. Does the term “the therapeutic benefit is likely to be low” (section V. D) apply in such a scenario? How is this term interpreted for a vaccine that is expected to have relatively “low level” of efficacy but yet might have great public health benefit at the population level?  In addition, could pediatric studies begin early because the therapeutic benefit could be very high among this population should a vaccine be efficacious in adults? It would be helpful if the guidance document clarified these points regarding what would be considered to be high or low therapeutic benefit.

The guidance document needs clearer definitions or examples 

It is understood that the language of guidances is sometime left intentionally general to allow for flexibility. However, the guidance uses several broad general phrases for which clearer definitions would be helpful – e.g., “until additional safety or effectiveness data have been collected” (section VI. D).  
Under what circumstances would additional safety and effectiveness data need to be collected? Also does this statement refer to effectiveness or rather efficacy or activity (e.g., immunogenicity)?   Other general terms include:  adequate treatment, therapeutic benefit is low, relative lack of safety and effectiveness data. If clearer definitions cannot be provided to allow the guidance to remain flexible, then examples might be useful. Examples of what is meant by “effectiveness data” and “when therapeutic benefit would be low” with regard to prophylactic products would be very helpful.

Thank you for the opportunity to comment on this draft guidance.
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