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Dear members of the ICOC:
I write in regard to our CIRM DISC2-11105 proposal "Pluripotent stem cell-derived bladder epithelial
progenitors for definitive cell replacement therapy of bladder cancer.” To briefly summarize the status of
our application, the scientific review was highly positive and ranked our proposal in a tie for 3rd position
among forty-one applications. In July we were surprised to learn that our application was not selected for
funding, whereas four proposals ranked below ours were funded. We have subsequently learned that an
important component of the funding decision made by the ICOC is comments from scientists and patient
advocates. We wish to have the opportunity to present our comments at the October 11 ICOC meeting, at
which our proposal will be considered. Four scientists involved in this proposal will be attending the
meeting, including myself (Philip Beachy, Ph.D.), Kyle Loh, Ph.D., Lay Teng Ang, Ph.D., and Joe Liao M.D.,
Ph.D. We are all researchers in the field of bladder cancer and stem cells, and Dr. Liao is a urologic
oncologist who treats bladder cancer patients. Our publications on bladder stem cells and bladder cancer
have been published in Nature (Shin et al. 2011), Nature Cell Biology (Shin et al. 2011), and Cancer Cell
(Shin et al. 2011), and our papers on embryonic stem cell differentiation in Cell Stem Cell (Loh et al. 2014),
Cell (Loh et al. 2016), and Cell Reports (Ang et al. 2018).
With regard to the application itself, in the time elapsed from the scientific review, we have made
significant additional progress as follows: (i) we have found a relatively straightforward way to remove
the pre-existing bladder lining (an important step that precedes transplantation) by instillation of an
imidazolium salt synthesized and tested expressly for its exfoliation ability; and (ii) we have established a
collaboration with three experts in information theory and machine learning from the Stanford Physics
and Computer Science Departments to develop new computational tools capable of using single cell RNA
sequence data to identify the extensive premalignant lesion that must be replaced for a definitive cure.
Finally, I would like to reiterate, as mentioned in the proposal itself, that bladder cancer represents an
unparalleled opportunity to realize the potential benefits of stem cell therapy, both because of the
suffering and morbidity that would be averted, but also because the bladder represents an accessible
organ that is highly favorable for stem cell therapy approaches.
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As an attachment I include here additional supporting letters from several bladder cancer patients, from
the Bladder Cancer Advocacy Network (BCAN), and from The Greenberg Bladder Cancer Institute at Johns
Hopkins. Please see also the supporting letter from Don Reed. Thank you for your consideration.
Yours sincerely,

Philip Beachy
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To whom it may concern:
I write this letter as the inaugural director of the Greenberg Bladder Cancer Institute at Johns Hopkins
Medicine in enthusiastic support of the research project described in Dr. Philip Beachy’s CIRM application
“Pluripotent stem cell-derived bladder epithelial progenitors for definitive cell replacement therapy of bladder
cancer”. The Johns Hopkins Greenberg Bladder Cancer Institute serves as the hub of an institutional and
international community of researchers who share a commitment to advancing the scientific understanding of
bladder cancer and improving its treatment.
One of the most challenging aspects of bladder cancer treatment is its frequent recurrence. Thus, even after
successful cystoscopic excision of a tumor, the remaining cells of the bladder lining often give rise to new
tumors, despite appearing normal at the time of surgery. Although radical cystectomy potentially represents a
definitive long-term therapy, this treatment has significant lifestyle consequences and complication rates are
as high as 60-70%. Local cyctoscopic excision, on the other hand, requires continual monitoring to reduce the
risk of recurrence with progression to invasive disease.
Dr. Beachy’s work has established that frequent bladder cancer recurrence is likely due to the presence of a
precancerous lesion that extends well beyond the boundaries of the primary tumor, thus corrupting all or most
of the bladder lining. His proposal, conceptually simple, is to replace the corrupted lining with pristine
bladder lining cells as a way to prevent recurrence and provide a definitive cure. Dr. Beachy proposes to
generate these pristine cells by differentiation of bladder lining progenitors from embryonic stem cells. He is
uniquely positioned to execute this proposal given his strong collaborations with Dr. Joe Liao and other
members of the Urology Department at Stanford and with Professor Kyle Loh and Siebel Investigator Lay
Teng Ang, who are world-class experts in embryonic stem cell differentiation.
In sum, I would close by saying that the approach presented in this proposal represents the kind of visionary
thinking that the field of bladder cancer needs. As a matter of fact, we tried to recruit Dr. Beachy as Scientific
Co-director of the Johns Hopkins Greenberg Bladder Cancer Institute and a Bloomberg Distinguished
Professor at Johns Hopkins, based on his previous work in bladder cancer and his record of innovative, basic
and disease-relevant research. Although he elected for personal reasons to remain at Stanford, his
commitment to developing a more effective bladder cancer therapy is clear, and I look forward to working
with him in the future to achieve this goal.

Sincerely,

David J. McConkey
Director, Johns Hopkins Greenberg Bladder Cancer Institute

