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Description of the Facts on Which the Waiver is Based
The Best Pharmaceuticals for Children Act of 2002 (BPCA) expressly charged that the Pediatric
Subcommittee of the Oncologic Drugs Advisory Committee (PedsODAC), a subcommittee of the
Oncologic Drugs Advisory Committee (ODAC) shall: (A) evaluate and, to the extent practicable,
prioritize new and emerging therapeutic alternatives available to treat pediatric cancer; (B) provide
recommendations and guidance to help ensure that children with cancer have timely access to the
most promising new cancer therapies; and (C) advise on ways to improve consistency in the
availability of new therapeutic agents. (Pub. Law 107-109, Section 15(a)(1)).
The role of the Pediatric Subcommittee is legislated by BPCA. Notably, the PedsODAC does not
provide advice to FDA with respect to approval of any specific product for any specific pediatric
cancer indication. The Office of Hematology and Oncology Products in the Center for Drug
Evaluation and Research brings issues related to approval of any product for a cancer indication,
including any pediatric cancer indication, to the ODAC, not the PedsODAC.
The cancers of adults and children are very different and although the outcome for children with
cancer has improved dramatically during the past several decades, cancer remains the leading
cause of death from disease in children. Those children who survive often do so at an enormous
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development of
. FDA is also not aware of any planned or ongoing pediatric studies for
(b) (4)
Dr. Dunkel has no consulting agreement related to atezolizumab.
The total funding to Dr. Dunkel is between $0 – 5,000 to date.
Basis for Granting the Waiver:
As discussed in more detail below, the waiver is supportable because the financial interest at issue
is small and Dr. Dunkel’s research is not closely related to the advisory committee discussions,
which will focus on the potential for demonstrating efficacy of products in pediatric cancer
patients. Moreover, the subject of this meeting requires the participation of individuals with a
wide ranging knowledge of pediatric oncology and requires a rare level of expertise. Dr. Dunkel
has significant experience with this subject matter.
The financial interest is small and not closely related to the advisory committee discussion.
Dr. Dunkel’s financial interest at issue is a small amount of money for a consulting agreement. In
its February 23, 2007 Memorandum to Designated Agency Ethics Officials regarding Waivers
Under 18 U.S.C. § 208, the Office of Government Ethics provided guidance on determining
whether the need for an individual’s services on an advisory committee outweighs the potential for
a conflict of interest created by the disqualifying financial interest. This guidance provides that the
responsible official should consider the dollar value of the potential gain or loss that may result
from participation in a particular matter – “Although an important factor to consider, the value of
the potential gain or loss often may be only an estimate. Furthermore, depending on the type of
interest affected, it may be difficult to estimate. For example, it would be simpler to estimate the
value of the potential gain that a decision to award a $1 million contract would have on a relatively
small company, compared to the impact of the same award on a Fortune 500 company. Of course,
the greater the potential gain or loss, the more unlikely it is that a waiver can be justified.” A
consideration of the financial interest at issue here leads us to conclude that the interest is not so
great that a waiver could not be justified.
The PedsODAC meeting is meant to elicit discussion of the data currently available from adult
studies, and whether there is any pediatric cancer type for which there is an unmet clinical need
that these chemical entities might address. The PedsODAC meeting will focus on preliminary
discussions and general considerations in pediatrics including discussions around molecular
abnormalities, about potential indications that might be feasible for the drug substances, and about
other known international collaborative efforts. Significantly, the advisory committee members
will not recommend approval or disapproval of any particular product. Such recommendations
would be grossly premature and simply could not be made at this early stage in product
development. The majority of oncology products studied in the phase 1 setting in children do not
proceed through development to submission and approval of a new drug application. Very few
chemical entities in these early stages of evaluation and development ever proceed to a marketing
application.
Moreover, the role of the PedsODAC is not to provide any advice to FDA with respect to approval
of any specific product for any specific pediatric cancer indication. Any recommendations to FDA
with respect to approval of any product for a cancer indication are provided by the ODAC, and not
to the Pediatric Subcommittee.
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The meeting requires a wide knowledge of pediatric oncology and subspecialties, and expertise in
designing clinical trials.
To meet statutory responsibilities to evaluate and prioritize new and emerging therapeutic
alternatives to treat pediatric cancer and to provide recommendations and guidance to help ensure
that children with cancer have timely access to the most promising new cancer therapies, this
meeting of the PedsODAC requires the participation of experts with a wide and deep knowledge
of pediatric oncology and product development. Such experts typically develop their knowledge
through their work at centers of excellence for the treatment of pediatric cancers, the very sites
where investigational drugs are studied. This is particularly true for experts in rare pediatric
cancers; patients frequently must travel to be treated by a physician with experience in a particular
rare cancer.
Dr. Dunkel’s participation in the discussion of atezolizumab is critical given his background and
training in pediatric oncology. He received his medical degree from Duke University in 1985,
where he also completed his fellowship training, and he has been in practice for over 30 years. Dr.
Dunkel is also Chair of the Pediatric Brain Tumor Consortium (PBTC), a multidisciplinary
cooperative research organization devoted to the study of correlative tumor biology and new
therapies for primary CNS tumors of childhood. He is one of only two neuro-oncologists on the
advisory committee; issues related to the brain tumors in children will be important in providing
advice related to the appropriateness of pediatric studies. In addition to his expertise as a neurooncologist and his experience in pediatric oncology, Dr. Dunkel is board certified in pediatric
hematology-oncology. He has a special interest and recognized expertise in melanoma and
retinoblastoma. His expertise in pediatric brain tumors and neuro-oncology in the consideration of
the products to be discussed for possible pediatric evaluation is absolutely critical. In the interest
of public health, it is critical that the agency have the unique expertise that Dr. Dunkel will be able
to provide for the discussion of the particular matter before the committee.
Relevant expertise is concentrated in the institutions comprising the children’s oncology group,
and other candidates with the necessary expertise have not been found.
Given the relative rarity of childhood cancer, collaboration and concentration of expertise are
essential. This is particularly true for rare pediatric cancers, which most pediatric oncologists
would never see, or may see only once in a lifetime of practice. Although the majority of adult
patients with cancer are cared for in the community and enroll in clinical trials at a rate of only
3%, nearly all children with cancer are treated at academic centers, and the vast majority are
enrolled in clinical trials.
Pediatric cancer care is very closely integrated with pediatric cancer clinical research and new
drug development. Cooperation and collaboration in the design and conduct of clinical trials over
this period of time has changed childhood cancer from a nearly uniformly fatal disease to one
where more than 85% are cured. But, despite the dramatic increase in cure rates, cancer remains
the major cause of children’s death from disease in the United States and other developed
countries. Cure often comes at a substantial cost in the form of severe and often debilitating late
effects due to toxicity of therapy. Development of new cancer therapies remains a pressing need.
Industry sponsors work closely with investigators at institutions, which employ the most expert
researchers, such as Dr. Dunkel. These institutions employ researchers with the highest levels of
expertise in pediatric cancers and drug development, the very experts FDA needs to hear from on
the issues before the PedsODAC.
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Although efforts were taken to seek out individuals with the least potential for a conflict of
interest, for the reasons noted above, finding experts for this meeting has been challenging. Due
to their expertise, qualified candidates face many demands on their time. Dr. Dunkel is one of
only two neuro-oncologists attending this meeting; three others were unable to participate. Brain
tumors represent a major unmet clinical need in children. Therefore, his participation is critical.
He has a special interest and recognized expertise in pediatric patients with brain tumors,
melanoma, and retinoblastoma.
Accordingly, I recommend that you grant a waiver for Dr. Ira Dunkel, a temporary member of the
Pediatric Subcommittee of the Oncologic Drugs Advisory Committee, from the conflict of interest
prohibitions of 18 U.S.C. § 208(a).
Certification:

X

The individual may participate, pursuant to 18 U.S.C. 208(b)(3) – The need for the
individual’s services outweighs the potential for a conflict of interest created by the
financial interest involved.

Limitations on the Special Government Employee’s Ability to Act:

Non-voting

________ Other (specify):

________ Denied – The individual may not participate.

/S/
Jill Hartzler Warner, J.D.
Associate Commissioner for Special
Medical Programs
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