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TOPIC: continuation and expansion of R1507 trials

GIST Support International is an all-volunteer nonprofit organization of over 1300 patients,
caregivers, and professionals concerned with gastrointestinal stromal tumor (GIST). About
15% of adult patients and almost all pediatric patients have wildtype GIST (no mutations in
KIT or PDGFRA). Surgery alone has been ineffective in these patients, and they have also
had very limited response to therapy with tyrosine kinase inhibitors that target KIT and
PDGFRA. Novel biological targets must be explored to help these patients.

Members of the GSI science committee attend the academic sessions of the Pediatric and
wildtype GIST clinics hosted at the NIH. We have been extremely encouraged by the
excitement shown by the scientists and clinicians at these meetings regarding the potential for
clinical testing of IGF-1R antibody in patients with pediatric or wildtype GIST.

The insulin-like growth factor pathway is of immediate critical importance to pediatric GIST
patients and other wildtype GIST patients. Microarray analysis of samples from pediatric
GIST patients showed a 5-fold increase in IGF-I and a 10-fold increase in IGF-1R in pediatric
GIST patients, compared to adults with KIT/PDGFRA mutated GIST (Agaram et al, 2008).
Other investigators have confirmed over-expression of IGF-1R, possibly due to amplification
of chromosomal regions (Tarn et al, 2008). Even stronger (30-fold) overexpression of IGF-1R
has been found in both adult wildtype and pediatric GIST (Corless et al, 2009). Anecdotally,
we are aware of one pediatric GIST patient who entered a trial for a different IGF pathway
inhibitor and continues to have excellent results.

The NIH and researchers from many academic centers who collaborate in the Pediatric and
wildtype GIST clinic are pursuing the IGF pathway in pediatric GIST and other childhood
malignancies (Kim et al, 2009). Specific to pediatric and wildtype GIST, Dr. Margaret von
Mehren and Dr. Katherine Janeway have written a protocol for a trial of R1507 to be offered to
patients at various sites across the nation, including the NIH. The Sarcoma Alliance for



Research through Collaboration (SARC) will coordinate this trial, which is currently on hold
pending your decision of whether to pursue studies using R1507.

Patients need this trial to find out how much this drug can help them extend their life
expectancies — hopefully enough to grow up and pursue careers, get married, have children,
and live normal lives. We implore Roche and Genentech to continue trials for R1507, a drug
that we believe has great promise.
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