Project R&R’s Complete Response to Hepatitis C Drug

Scientists at the Southwest Foundation for Biomedical Research (SFBR)
recently reported that a new drug developed by Santaris Pharma,
SPC3649, is effective against hepatitis C in chimpanzees (1). By
interacting with a molecule in the liver called miRNA-122 that is
involved in the replication of the hepatitis C virus (HCV), the drug
caused a substantial decrease in the level of virus present in the blood
of the infected chimpanzees. Further, the drug exhibited a significant
barrier to resistance, which viruses often develop against antiviral
therapies.

The scientists hope — as does Project R&R - that their results will be
mirrored in humans, thus providing the first effective and specific new
drug for the treatment of hepatitis C. Such a new drug is urgently
needed, due to the only existing therapy being highly toxic and
efficacious in only 50% of patients. However, we strongly question why
this chimpanzee study was at all necessary.

The role of the target molecule of the drug - miRNA-122 — in HCV
replication was described in 2005, via elegant tissue culture
experiments involving human liver cells (2). Subsequent experiments in
2006 also demonstrated the therapeutic potential of agents very similar
to SPC3649 in decreasing the level of HCV infection (3). Further, the
drug is already being tested in human clinical trials, which began as
long ago as May 2008: single-dose Phase | trials were completed this
year (2009) with results imminent (4), and another multi-dose Phase |
human trial is in progress, due to finish next summer (2010) (5). Further
still, testing of SPC3649 has already complied with regulatory toxicology
requirements, having been tested in African green monkeys (6) as well
as mice (7).

Even putting to one side the tests on monkeys and mice, we believe
the in vitro data and the fact that the drug is already in human trials is
sufficient evidence against any proffered justification of these recently
conducted chimpanzee experiments. The chimpanzee experiments
must be redundant: if the human trials show the drug is safe, it will
progress to efficacy trials - and would have done whether or not the
chimpanzee tests had been successful. If the clinical trials show the
drug has serious human side effects, its development will not progress -
and would not have done so regardless of the results from the
chimpanzee experiments. The monkey and mice data, in addition,
should give even any advocate of animal testing sufficient cause for
concern that the chimpanzee research was still pursued.

Given what we already know about the significant biological
differences between humans and chimpanzees regarding the course



of HCV infection, as well as the lack of human relevance and
predictive nature chimpanzee data provides (for example, in HIV/AIDS
vaccine research), there can be no rational defence of this
unnecessary use of chimpanzees in such invasive experiments. This will
be illustrated in early 2010 when Project R&R’s next scientific paper is
published. This latest investigation has analyzed the use of
chimpanzees in hepatitis C research past and present, and
demonstrates that future chimpanzee use is redundant and
unnecessary given the comprehensive human-specific research
approaches at our disposal.
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