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Institutes experiment with a variety of different appeal processes
If at first you don’t succeed, try, try again. 
That motto has spurred many researchers 
to challenge the rejection of their grant 
applications. And although the chance of a 
successful appeal is slim, recent developments 
should give hope to those turned down by 
various funding agencies.

Stem cell researchers in California had some 
recent success in getting those who hold the 
purse strings to take a second look. On 26 July, 
the governing board of the California Institute 
for Regenerative Medicine (CIRM), the state 
taxpayer-funded stem cell agency based in 
San Francisco, signed off on its latest funding 
round of $151 million in research grants to 
eight investigators. Notably, two of those 
researchers—Judith Shizuru of the Stanford 
University School of Medicine and Clive 
Svendsen of the Cedars-Sinai Medical Center 
in Los Angeles—had failed initial rounds of 
grant review. Both of them took advantage 
of a unique kind of appeal channel offered by 
CIRM known as an “extraordinary petition,” 
which allows for applicants to submit a letter to 
the agency’s independent governing board, the 
Independent Citizens’ Oversight Committee, a 
group of 27 researchers, patient advocates and 
industry representatives.

It’s clear that researchers are willing to fight 
for their application to make it through. The 
Brussels-based European Research Council 
received 234 requests for a second look at 
proposals in 2011—3.6% of the total number 
submitted that year. If the researcher’s complaint 

has sufficient evidence to back it up, the council’s 
redress committee can recommend a total 
reevaluation of the proposal. “Full reevaluations 
of proposals are rare, and so far there have been 
two successful redress requests,” a spokesperson 
told Nature Medicine via email. “In both cases, 
the reevaluation ended with the researchers 
being selected for granting.”

Similar figures from the US National 
Institutes of Health (NIH) are harder to come 
by, and the agency does not have firm numbers 
on how long a given appeal might take. “It is 
difficult to estimate an average for the amount 
of time and resources devoted to the appeals 
process since each request is distinct and the 
time involved in addressing an appeal varies 
on a case-by-case basis,” a spokesperson for 
the NIH Office of Extramural Research said in 
an email to Nature Medicine. But NIH data do 
show that the competition for grants is fierce: 
its 27 centers and institutions received almost 
50,000 applications for research project grants, 
but only 18% received awards, the lowest success 
rate in recent memory and a far cry from 1999 
to 2001, when the success rate held at 32% for 
three straight years.

Nearly 600 miles north of the NIH’s 
headquarters in Bethesda, Maryland, the 
Canadian Institutes of Health Research (CIHR) 
in Ottawa is working to reform its grant awards 
process. Currently, researchers have the option 
of writing letters if they’re unhappy with their 
initial peer review score, and they can also 
go through a reapplication process. But the 

Canadian agency has no formal appeals process 
like its southern cousin’s.

The CIHR has discussed the possibility of 
implementing one as it works on reforming its 
grant awarding process this year, according to 
chief scientific officer Jane Aubin. However, 
the CIHR probably doesn’t have the kind of 
resources and structure to support a formal 
appeals process on the same level as the NIH’s. 
“We don’t have the equivalent of the Center for 
Scientific Review,” says Aubin, referring to the 
body that organizes peer review for NIH grant 
applications.

Private institutions seem to offer even fewer 
prescribed avenues for researchers to ask for 
their applications to be given another once-over. 
The UK’s Wellcome Trust, for example, has no 
formal appeals process, though applicants can 
submit revised versions of an application for 
reconsideration.

Ultimately, many people bemoan that the 
granting process, including secondary review, 
takes place behind closed doors. But at a 
hearing this past April in Washington, DC held 
by the Institute of Medicine, an independent, 
nongovernmental organization, John Simpson 
of the Santa Monica, California–based advocacy 
group Consumer Watchdog testified that 
researchers who were denied grants by CIRM 
were reluctant to come out and publicly criticize 
the agency’s peer review and awarding process. 
“Who wants to bite the hand that you hope will 
feed you?” Simpson rhetorically asked.

Roxanne Palmer

at the Mayo Clinic in Rochester, Minnesota, is leading one such 
study involving a small-molecule drug from New York’s Bristol-
Myers Squibb. In the 100-person trial testing its BMS-754807 
in women with breast cancer, Haluska and his colleagues plan 
to biopsy tissues prior to commencing therapy and then again 
one month into the protocol to search for molecular signatures 
the correlate with clinical responses. “Unfortunately, we don’t 
have many trials like that,” Haluska says. “We’re wasting all this 
money—and potentially wasting all these novel therapies—by not 
doing the right thing, which is to identify the patients who are going 
to benefit.”

Growth-factor growing pains
Some drug companies still working in this space are heeding 
Haluska’s call. “We believe that success [...] will be highly 
dependent upon selecting the appropriate tumor types and 
combinations, as well as working with the right biomarkers,” says 
Tracy Henrikson, a spokesperson for ImClone Systems, a New 
Jersey–based subsidiary of the Indiana drug giant Eli Lilly that has 
an IGF1R-targeted antibody called cixutumumab in phase 2 trials.

Yet, others say antibody drugs that target only IGF1R are doomed 
to fail no matter what, since they hit that receptor but neglect the 

insulin receptor—another tyrosine kinase receptor that is activated 
by IGF1 and IGF2 in addition to insulin itself. “There is some 
evidence, although it has to be proven in humans, that cells can 
use the insulin receptor when you block IGF1R,” says Stephen 
Eck, global head of oncology at Astellas Pharma. “So, there’s 
good reason to believe that inhibiting both would be better than 
inhibiting one alone.” The Japanese drugmarker has a drug called 
linsitinib that, like Bristol’s BMS-754807, hits both receptors. The 
drug is in phase 2 trials for several tumor types—none of which 
include biomarker-based selection criteria—and “we are continuing 
our program unabated,” Eck says.

Other strategies under investigation include new combinations of 
agents or drugs that target the IGF1 and IGF2 proteins rather than 
the receptors that they bind to. Michael Pollak, a cancer researcher 
at McGill University in Montreal who has studied the role of IGF1R 
in cancer for more than 25 years, remains hopeful that one of these 
various approaches will ultimately pan out in the clinic. “It’s too 
early to close the door [on IGF1R] because this target has never 
been evaluated in the modern way,” Pollak says. “Maybe one day 
the IGF1 receptor will join other failed targets that sounded good 
but in practice didn’t work, but right now we’re not at that level.”

Elie Dolgin
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