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Disclaimers: I am not a physician. I am a biochemist with experience in
toxicology and cancer research. This talk is not a substitute for
consultation with your physicians. These slides are based on my notes
taken at the New Horizons meeting, but they may not be accurate.
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New Horizons GIST 2017; Wayne, New Jersey; Oct. 2
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History and development of “New Horizons”
1997: Novartis/ imatinib/ tyrosine kinase inhibitor drug
1998: trials of Gleevec for CML (chronic myelogenous leukemia)
2000: trials of Gleevec for GIST
2001: F.D.A. (USA) approval
2003-2011: “New Horizons in Treating Cancer” meetings;
- by invitation of Novartis Oncology;
- annual meetings held in Europe;
- CML and GIST patient advocates;
- Gleevec (imatinib) focus;
- about 70 participants (⅔ CML; ⅓ GIST).
Steering Committee comprised of CML and GIST global advocates.

Plenary sessions on patient advocacy, Gleevec.
Parallel sessions on CML/ GIST.
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2011: transition from Novartis administration to independence,
but with no formally incorporated management structure;
volunteer Steering Committee of PAG leaders;
CML and GIST meetings go their separate ways.
2011-2017: multi-sponsored annual GIST meetings, alternating
between Europe and Miami, USA.
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Miami, May 2015
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History and development of the “New Horizons” initiative
2017: Streamlined from 2½ to 1½ day meeting;
held at LRG USA offices in Wayne, NJ, USA.
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Some accomplishments of New Horizons
- capacity building; jump-starting new support groups around the world
(e.g., Poland, Kenya, Brazil)
- face-to-face interactions with top GIST medical specialists, e.g. Blay
(France), Reichardt (Germany), Casali (Italy), Tap (USA), Trent (USA);
and researchers (e.g., Fletcher, Duensing, USA; Debiec-Rychter, Belgium)
- focused discussions on how to address GIST-specific issues,
e.g. mutational testing, wild-type GIST, generic imatinib
- inspiring new initiatives; e.g., LRG Canada, in developing the Mungcal
award, followed the example presented at N.H. by the French group
- combined efforts; e.g. drafting the “GIST Top Ten List”
- unified positions/ declarations
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New Horizons GIST Declarations (aspirational but meaningful)
Bad Nauheim, Germany; 2007
“GIST patient advocacy groups collectively call on all those
responsible for the treatment and care of patients with GIST to:
... Provide treatment and care to GIST patients through the hands of
specialist multidisciplinary teams which conform to standards for a centre of
expertise in rare diseases ...”
Baveno, Italy; 2008
“We propose ... that for each patient being treated, data are
gathered about:
• KIT/PDGFR mutational analysis at diagnosis
• Routine plasma testing of imatinib levels
We expect doctors treating GIST patients to use these data to inform
decisions on the appropriate dose level of imatinib for all patients.”
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New Horizons GIST Declarations
Zürich, Switzerland; 2015

“Substitution of generic drugs for brand name drugs must be based
on clinically demonstrated efficacy and safety, rather than on assumptions
and expectations. …. Patients must be informed of any changes to their drug
treatment. When a health authority, doctor, or insurance provider mandates
substitution of a generic form of a drug, the affected patient and his/her
doctor must be fully informed of the change.”

11

Mutational testing is now the standard of care … in Europe
Schöffski et al., Overcoming cost implications of mutational analysis in patients
with GISTs: a pragmatic approach, Oncol. Res. Treat. 39: 811-816, 2016.
The cost burden for routine genotyping of important genes in GISTs ... is
relatively low. The early identification of GISTs with primary resistance
mutations should be the basis for personalized GIST treatment and
reimbursement of drugs. ... Exclusive use of … imatinib in patients who are
likely to benefit from the agent, based on genetic information, can lead to
significant cost savings, which outweigh the costs for testing.
To achieve the most rational use of the limited available healthcare
resources, the [Belgian] government bodies have taken a very pragmatic
approach for reimbursement of imatinib, by indirectly mandating mutational
analysis for each [GIST] patient applying for the use of imatinib. The TKI is
only covered by the health insurance if prescribed by a physician who confirms …
that the tumor does not carry the primary resistant PDGFR mutation D842V.
This procedure indirectly mandates [doctors] to perform mutational
analysis in GISTs before prescribing the expensive kinase inhibitor. The public
healthcare insurance routinely covers costs of approximately €260 for both Kit
and PDGFRA gene analysis.
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New Horizons, Oct. 2017
Presentations
Dr. Suzanne George,
Dana Farber Cancer Institute, Boston

imatinib: secondary resistance mutations
sunitinib: broader spectrum, but secondary resistance and toxicities
regorafenib: broad spectrum, potent, but secondary resistance and toxicities

Duration of control remains a challenge
- Heterogeneity of resistance mutations
- Adequate drug exposure?
- Challenge of toxicities
- hypertension
- hand-foot skin reaction
- diarrhea
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BLU-285: developed to target PDGFRA D842V;
also works against exon 17/18 kit mutations
Dose escalation trial completed;
max. tolerated dose, 400 mg per day
Dose expansion trial; still enrolling; n = 72
In PDGFRA-mutation patients: median PFS not yet reached; some
patients are up to 20 months now
In KIT-mutation patients: PFS>9 months (and these are heavily pretreated patients)
Adverse events include nausea, fatigue, vomiting, periorbital
edema, but these are usually “manageable”

Randomized trial is planned for BLU-285 vs regorafenib as third-line
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DCC-2618 (Dr. Razak is a co-author on the presentation at ASCO 2017)
“switch-pocket” (allosteric) inhibitor of KIT;
active against a wide range of KIT mutations
Dose-escalation study; cut-off date was July 28, 2017.
Most toxicities were mild
Some patients have been on the drug >1 year
Mean PFS not yet reached for patients receiving >100 mg daily
ctDNA biomarker analysis shows reductions

Toronto site is open, along with many USA sites
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NCT02571036 (clinicaltrials.gov)
A Safety, Tolerability and PK Study of DCC-2618 in Patients With Advanced Malignancies

Inclusion Criteria: GIST patients must have a KIT and PDGFRA mutation and
must have progressed on, or had an intolerability to, at least 1 but not more
than 4 lines of systemic anticancer therapy.
Only Canadian trial site: Princess Margaret Hospital, Toronto
Planned phase 3 trial: Placebo-controlled trial in patients with 3 or more
prior treatments; USA; Canada; Europe; Australia; Singapore

May also do a second-line trial vs sunitinib
Dr. George: “Very exciting; it’s been a long time since we had new drugs”
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New Horizons 2017 Presentations
Dr. William Tap, Memorial Sloan Kettering
Cancer Center, New York City

“We need better up-front therapies
to avoid trouble down the line.”
“It’s an exciting time.”
Plexxikon PLX3397 (and PLX9486)
PLX3397 (pexidartinib):
- strong KIT inhibitor
(stronger than imatinib)
- also hits CSF1
(colony-stimulating factor 1; cytokine)

Clinical trial NCT02401815: “PLX9486 as a Single Agent and in Combination with
PLX3397 or PLX9486 with Sunitinib in Patients with Advanced Solid Tumors”
(but, no Canadian sites)
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New Horizons 2017 Presentations
Dr. Ciara Kelly, Memorial Sloan Kettering
Cancer Center, New York City
circulating tumor DNA (ctDNA) in GIST
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Possible applications:
- predictive (likelihood of response)
- pharmacodynamic (measuring response to therapy)
- discovery (identifying previously unknown mutations)
But the quality-control issues are challenging!

Bannon et al., Using molecular diagnostic testing to personalize the treatment
of patients with GISTs, Expert Rev. Mol. Diagn. 17: 445-457, 2017.
“The authors review the most important developments in this field with an emphasis
on the differential diagnosis of GIST including mutation testing, therapeutic
implications of each molecular subtype, and emerging technologies ...”

ctDNA initiative in GIST ongoing at MSKCC; >200 samples
Future: prospective (correlative) studies with a targeted panel of genes
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New Horizons 2017 Presentations: Case studies
Dr. Kelly, Dr. George, and Dr. Tap
Dr. Tap’s case (illustrating the complexity of case management)
43 yr old male
2009: liver and stomach (duodenal) lesions
On gleevec, 400 mg
2010: radical resection; partial hepatectomy, duodenal resection

post-op NED
Continued on gleevec 400 mg, but, after one year, new liver lesions
On 600 mg for another 1½ year, then new liver lesions
On 800 mg for 6 months, then new lesions in bones
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New Horizons 2017 Presentations: Case studies
2014: large mass in spine; inoperable

Tried radiation; then switched to sutent
Did OK for 2 years, then progression observed in a liver lesion

Embolization
Regorafenib
Sirolimus
Started on pexidartinib + pembrolizumab trial; difficult; left trial
Now, lesion in brain; started on the BLU-286 trial
“Patients do well .. until they don’t do well ... Then it’s a slippery slope ...”
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New Horizons 2017 Presentations:
Pat Garcia-Gonzalez; Max Foundation
Novartis-Max Foundation partnership since 2001
GIPAP:
“Novartis designed GIPAP to provide Glivec® free of cost
to eligible patients in developing countries …
Through The Max Foundation, GIPAP also provides information and referral assistance
to patients, their family members and caregivers.”
https://www.themaxfoundation.org/
71 countries
>11,000 GIST patients supported since 2001
3,300 currently in GIPAP

34 countries have only 1 physician treating GIST, and this is often a hematologist,
not an oncologist.
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Max Foundation is now working with Pfizer to provide access to Sutent.
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New Horizons 2017 Presentations:
Improving Patient Advocate-Patient Communication: Principles and Techniques
Amy Bruno-Lindner, President, GIST Support Österreich, Austria
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“The Blockbuster Drug of the Century is an Engaged Patient”
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