June 13, 2014

The Honorable Fred Upton

Chairman

Committee on Energy and Commerce
House of Representatives
Washington, D.C. 20515

The Honorable Diana DeGette
Committee on Energy and Commerce
House of Representatives
Washington, D.C. 20515

Dear Chairman Upton and Representative DeGette:

The Cystic Fibrosis Foundation is pleased to respond to the questions related to research and
development of new therapies that were presented to the patient community as part of the fact-finding
effort associated with the 21* Century Cures Initiative.

There has been remarkable progress in our fight against cystic fibrosis (CF) as a result of a strategic and
coordinated approach to cure the disease. Our comments outline the CF Foundation’s work to invest in
basic and translational research, support the development of a clinical trials network dedicated to CF
therapeutic development, initiate and enhance a patient registry including rich data about the
treatment of CF patients, and advance a venture philanthropy model for therapeutic development.

These comments also outline the Foundation’s recommendations for strengthening the FDA regulatory
process. Chief among them is ensuring that the agency is prepared for the challenges associated with
the review of genetically-targeted therapies like those for cystic fibrosis, and that the scope of the
agency’s efforts matches the scientific and therapeutic development challenges ahead.

The CF Foundation

The significant success of the Cystic Fibrosis Foundation in developing new cystic fibrosis therapies and
improving CF care is attributable to the dedicated community of CF patients, parents, and other family
members and friends. The CF community is committed to finding a cure for CF, and they devote
themselves to the realization of that goal each and every day. As a result of the incredible generosity of
the community, the CF Foundation has enjoyed the resources to tackle this disease from every angle,



including basic research, a clinical trials network for CF therapeutic development, a robust patient
registry that provides a natural history of the disease and insights into clinical care, and a venture
philanthropy model for therapeutic development.

It is critically important to note the dedication of the CF community, because through their efforts, the
CF Foundation been able to establish itself as a very strong partner in public-private partnerships for
therapeutic development and care improvement.

In addition to finding countless ways to raise funds to support the CF Foundation research and
development effort, the CF community has demonstrated its altruism in other ways. CF patients willingly
participate in clinical trials, speeding clinical trials accrual and the overall development process. At a
time when other patients have expressed reservations about the sharing of their own health
information, CF patients participate willingly in the CF Foundation patient registry by sharing their health
information for quality assessment and improvement and for clinical research purposes. CF advocates
have educated themselves to be forceful proponents for a delivery and payment system that supports
high-quality specialty care, realizing that therapeutic development is only fully successful if new
treatments are accessible to all patients. Finally, the board of the CF Foundation redefined the role of
the non-profit board by developing the skills to promptly evaluate pharmaceutical development
agreements by accepting the risks associated with the Foundation’s involvement in drug development.
Their willingness to reconsider the traditional nonprofit board’s roles and responsibilities has permitted
the CF Foundation to take on an aggressive role in CF therapy development.

The CF community has made the search for a cure a realistic pursuit.

CF Therapeutic Development Network

A fundamental challenge for any rare disease community — for CF, the community of patients in the
United States numbers only 30,000 — is finding a strategy for the efficient completion of clinical trials.
For a rare disease community, the sustained engagement of clinical researchers and the rapid accrual of
patients to trials can pose serious challenges.

The CF Foundation formed a clinical trials network that includes centralized data analysis capability and
linkage of clinical research sites in the leading academic institutions engaged in CF care and research.
This network — the CF Therapeutic Development Network or TDN — has permitted the efficient
completion of clinical trials evaluating CF therapies.

The TDN has played a major role in the development of a number of therapies for the management of
the symptoms of CF, including but not limited to a drug to thin the mucus in the lungs, pancreatic
enzymes to help those with CF digest their food, and antibiotics to treat the lung infections that pose a
serious risk to those with CF. The TDN has also played a critical role in the development of drugs to treat
the genetic defect that causes CF; that drug development effort is discussed in greater detail below.



The development support and early operating support for the TDN came in part from the National
Center for Research Resources, a center of the National Institutes of Health (NIH). The TDN effort was a
classic example of the development of a “research resource” and the role of NIH in fostering this effort
was critically important.

Venture Philanthropy Model

The CF Foundation pioneered what is now known as venture philanthropy, in which the non-profit
research foundation functions as a venture capitalist supporting biotechnology and pharmaceutical
companies in therapeutic development. The model that has been developed has been chronicled in
numerous pharmaceutical, biotechnology, and investment publications and analyzed in two Harvard
Business School case studies.

Through venture philanthropy, the CF Foundation has been able to invest in CF drug discovery and
clinical development programs within biotechnology and pharmaceutical companies. There are
approximately 30,000 individuals with CF in the United States. A market of this size has historically been
unattractive to biotechnology and pharmaceutical companies that are concerned that such a limited
market cannot support the failures that may come before success in therapy development. By agreeing
to assume the risks associated with therapeutic development, the CF Foundation has minimized the risk
for these companies to engage in CF therapeutic development.

Through its venture philanthropy model, the CF Foundation has identified a number of agents that hold
the potential for addressing the fundamental genetic defect causing CF. The Foundation has been able
to partner with biotechnology companies — by providing direct financial investment, making available
the research sites of the TDN, and providing clinical and trial design expertise — for the development of
some of these agents. In January 2012, the Food and Drug Administration (FDA) approved Kalydeco
(ivacaftor) for the treatment of CF patients with the G551D mutation of the cystic fibrosis
transmembrane regulator (CFTR) gene. About four percent of those individuals with CF in the United
States—roughly 1,200 people — have the G551D mutation.

Kalydeco was approved by FDA in near-record time, and FDA Commissioner described the new therapy
in this way: “Kalydeco is an excellent example of the promise of personalized medicine — targeted drugs
that treat patients with a specific genetic makeup. The unique and mutually beneficial partnership that
led to the approval of Kalydeco serves as a great model for what companies and patient groups can
achieve if they collaborate on drug development.” The approval of Kalydeco for 4% of the CF population
offered a lifeline to those patients and represented a watershed moment for the CF Foundation venture
philanthropy model.

Challenges following Therapeutic Development Success

There are additional therapies in the class of drugs intended to correct the genetic defects that cause CF.
Although the CF Foundation and its biotechnology partners learned invaluable lessons from the
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development of Kalydeco, there are pressing challenges associated with development of additional
drugs in the class. There will be obstacles to assessing the effectiveness of Kalydeco and other drugs in
individuals with genetic mutations that are rarer than the G551D mutation. There will also be difficulties
in designing the trials to assess other targeted CF therapies and combinations of such therapies,
accompanied by difficulties in enrolling adequate numbers of patients in the trials. Flexibility in the use
of a surrogate endpoint for approval may be critically important to prevent serious delays in the
development of drugs that prevent the decline in health status and long-term deleterious effects of CF.

As the CF Foundation and its research partners plan the development of the second generation of
disease-modifying drugs, we are essentially charting the research and development and regulatory
pathway toward personalized medicine, and in that journey we need open communication and
collaboration with FDA.

Strengthening the FDA Regulatory Process

Just as CF researchers are confronting the complexities of development of drugs to treat the underlying
cause of the disease, so will FDA reviewers have to address these same difficult issues. Our experience
with FDA has to date been very positive, but we are not assured that the agency is prepared for the
challenges associated with the review of targeted therapies like those for CF. We understand that the
regulatory science collaboration between FDA and NIH will assist in the training of reviewers for such
complexities, but we are not reassured that the scope of the regulatory science effort matches the
scientific and therapeutic development challenges at hand.

We urge FDA to move expeditiously to address its concerns about protecting the independence of the
review process and to develop clear standards for management of potential conflicts of interest. It is our
hope that, with these issues resolved to the satisfaction of the agency, it would then consider a range of
efforts to address the difficulties of clinical trial design for targeted therapies and identification of
endpoints for targeted therapies. For example, we urge more open and frequent communication among
FDA, drug sponsors, nonprofit research entities, and patient advocates about clinical trial design issues
and endpoints for approval. We also recommend more consultation with patients and clinicians about
unmet medical needs, including the importance of preventing disease progression in those with chronic,
progressive diseases.

We also recommend that FDA consider innovative approaches to hiring and retention of review staff.
For example, we propose that the agency consider hiring of review staff who split their time between
FDA review activities and clinical research and care responsibilities at NIH or other academic health
centers. This might begin to provide FDA reviewers with current knowledge of the clinical management
and unmet medical needs associated with many rare diseases. We also suggest that limits on travel to
scientific and professional society meetings — including both financial and conflict of interest limits — be
revisited to encourage rather than limit such travel and interaction with researchers. These are small but
important steps to guaranteeing that FDA staff can remain current in their fields and also seek
information about rare diseases that are outside their own fields of inquiry and clinical care.
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The CF Foundation championed the inclusion of a provision to foster FDA staff consultation with outside
experts in the Food and Drug Administration Safety and Innovation Act (FDASIA). We advocated this
provision of the law based on our belief that FDA review staff members were unlikely to be trained in or
have a strong understanding of CF or other rare diseases and our complementary view that FDA
reviewers could learn much about rare diseases and rare disease therapies by consultation with experts
in the field. The expert consultation provision of FDASIA set standards to foster such collaboration and
consultation. We hope that FDA will consider implementation of this provision of FDASIA and that the
agency will embrace the spirit of the law even as it honors the letter of the law.

Improving Care through Analysis of Patient Data

The CF Foundation maintains a patient registry that includes vital clinical care data about those with CF.
The registry has provided the information to foster ongoing quality improvement efforts, medication
adherence programs, and policy initiatives to encourage better coverage and payment for life-saving CF
therapies.

The CF Foundation consistently seeks to improve the patient registry, the data collected and stored in
the registry, and the optimal uses of these data.

Collaboration Among Research Foundations and Patient Advocacy Organizations

The CF Foundation is regularly in contact with other research foundations and patient advocacy
organizations that are investing, or hope to invest, in the venture philanthropy model for therapeutic
development. We make ourselves available for consultation with other groups interested in the model.

We routinely seek the advice of other groups, especially rare disease groups, which may have clinical
development expertise, including clinical trial design knowledge, that will inform the work of the CF
Foundation in its own research endeavors. As we move toward ever more personalized approaches to
CF care, we find it very useful to consider the experience of other rare disease groups that have
developed and obtained regulatory approval for therapies for small populations. Their clinical trial
design and regulatory experience, even if for therapies without application to CF, may provide insights
to the CF Foundation and its partners.

How Can Congress Help?

The CF Foundation has enjoyed resources to permit its active engagement in research and therapeutic
development and we think that a strong private role in research and development is critical. However, a
strong public investment in research — both basic and applied — is also key to continued therapeutic
advances. It is important to note that many of the basic research findings — including the discovery of
the CF gene — were the result of a strong public research investment. Additional basic questions related



to CF are being studied in laboratories across the country by investigators supported at least in part by
NIH.

This continuous cycle of research and development is critical to our efforts to improve care for those
with CF, and we urge Congress to consider the adverse impact on NIH and the researchers from
uncertainty about funding. Consistent federal appropriations or very modest increases in funding do not
even cover the research inflation rate, which means that NIH purchasing power is declining. This has
caused slow, steady, and alarming erosion in the US biomedical research effort. We urge Congress to
address this trend.

As we discuss above, Congress should carefully evaluate FDA resource needs in an age of personalized
medicine. The old model of staffing the agency may not be appropriate for the current age, and we hope
the 21° Century Cures initiative will foster an open dialogue among the broadest cross-section of parties
involved in clinical research and development to identify new models for FDA. FDASIA included many
provisions to encourage a patient-focused drug development and review model, but not all provisions
are being implemented and others are being implemented by the agency in the narrowest way.
Congress can continue to monitor the implementation of FDASIA provisions at the same time it assesses
the adequacy of FDA resources for targeted medicine review.

%k %k %k

Once again, we greatly appreciate the opportunity to share our experiences and recommendations, and
stand ready to work with you on the challenges ahead. Thank you for your consideration.

Sincerely,

Robert J. Beall, Ph.D.
President and Chief Executive Officer












































