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UCSF Helen Diller Family Comprehensive Cancer Center
Allan Balmain, PhD, FRSE Professor

Overall, the Nihon University N. Research Project has made good progress over the past year, with
well over 100 publications in 2011, in addition to several patent applications and numerous
presentations at scientific meetings. Page 4 of the Report shows a schematic with the relationships
between the different technology and medical groups. Reviews of multidisciplinary projects often
have a section that highlights the cross-talk and collaboration between the different groups, in order to
demonstrate the fact that groups are working together to achieve common goals. Further information
on the degree of collaboration would have been useful, as it is not easy to extract this information from
the list of publications. For example, a list of publications that highlights joint authorship by
participating scientists in the program would be helpful.

The Medical group lists 52 publications in international journals (including several that involve
collaborations between different groups) as well as a large number of manuscripts in Japanese.
Progress reports on 8 projects were included, most of which involved the use of the Pyrrole-Imidizole
polyamides to assess a range of targeted molecules for specific functions related to cancer
development or progression. These molecules continue to show promise as potential therapeutic drugs,
and the Nihon group is pursuing this avenue rigorously. Project 3 (Fukuda et al) has extended the
original observations on targeting of TGFB to in vivo trials in marmosets, demonstrating the efficacy
of the drug in inhibition of scar formation. Although not many details are provided, this would appear
to be a very good application of this technology, as the ability to deliver locally to the skin gets around
the remaining difficulties related to tissue distribution and targeting of specific cell types in vivo. An
intriguing project on “plasma medicine” was mentioned but not enough details were available to
allow an assessment of the goals. Additional projects on targeting of MYC (Soma et al) or LIT1
(Koshinaga) using the PIP approach were described. In both cases, effects on growth of cells were
seen, but controls showing the effects of down regulation of the target genes by standard approaches
eg use of shRNAs, would have been helpful. A novel approach to targeting of the TMPRSS2-ERG
fusion in prostate cancer was presented. The Figures were very small and difficult to evaluate. This
was the case generally for several of the projects, and it might be best either to make them more
legible or miss them out completely. The TMPRSS2 fusion-targeted compound seemed to affect
anchorage-independent growth, but effects on proliferation (Fig2) seemed strange. There was no
obvious dose-response, and the 1 day result seemed to suggest an increase in proliferation after drug
treatment compared to controls. Additional experiments to target TGFB and/or MMP9 for inhibition of
metastasis are being carried out by the Nagase group, with promising results. It would be very good to
see these studies progressing to controlled preclinical trials and subsequently into the clinic. The
Watanabe/Nagase group emphasized the value of collaborations between the different departments at
Nihon University.

The experiments on use of TGFB inhibitors for cell reprogramming and IPS cell applications is
promising, and others (e.g. the group of Rafii in Boston) have shown that inhibition of this pathway
can help to regenerate endothelial cells from alternative cell types (Cell 2012). It would be important
for the future of the PIP drugs to demonstrate the advantages of this particular mode of inhibition over
the small molecule approaches being used by others.
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