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NCCN Guidelines Panel: Soft Tissue Sarcoma

Attention: NCCN Guideline Panel for Soft Tissue Sarcoma
Update to June 19 Submission
for Ripretinib (4t Line and 2"¥/3rdLine GIST)

On behalf of Deciphera, | would like to thank the NCCN Soft Tissue Sarcoma Panelfor including ripretinib asthe preferred 4t line
treatment option in patientswith advanced gastrointestinalstromaltumor (GIST). We are pleased to share thatsince the release of
the revised guidelines on May 28, there have been several publication updatesthatwe would like to request the Panel take into
consideration for a future update .14

Subsequentto the approvalof ripretinib by the FDA on May 15, additional information hasbeen released publicly thatsupportour
two initial submissions.

o We arepleased to inform the NCCN Panel that the pivotal Phase 3 clinical study (INVICTUS) hasbeen published by
Lancet Oncology.!

e Theripretinib Phase 1 clinical study manuscript hasbeen published online in the Journalof Clinical Oncology on August
17,2020 and supportsinclusion of ripretinib asa 2"dand 3" line GIST treatment, and supports ripretinib as a Category 1
therapy in 4t line GIST .2

e Additionally, two posters were presented atthe ASCO AnnualVirtual Meeting 2020 that furthersupport both the Quality
of Life benefit and Safety Profile of ripretinib in GIST.34

We believe thatthese publications support the requests made in our two submissions dated May 18t™. As a summary of these
requests, we respectfully ask thatthe Panel consider:

1. Updating ripretinib to Category 1 in 4thline GIST. The publication of two separate clinical studies demonstrating
consistent safety and efficacy results of ripretinib in advanced GIST patients (a total of 168 patientswho had received three
or more prior therapies) supports this request.12

2. Including ripretinib as a Category 2A therapyin 2"dand 3™ line GIST.
3. Updating both GIST-5 and GIST D to reflect these proposed updates. As GIST-D is a new addition to the guidelines, we
have attached a schematic forthe Panel’s convenience (Attachment A) that reflects the changes requested in our two May

18t submissions.

4. Removing footnote “aa” (GIST-5) asripretinib hasbeen shown to be effective after3 to 7 prior therapiesin the pivotal
Phase 3 study

Insummary, ripretinib provides an effective, well-tolerated, FDA-approved treatment foradvanced GIST patients with clinically
meaningfulimprovementsin both PFS and OS. Thank you foryour consideration.

Sincerely yours,
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MatthewL. Sherman, MD
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Requested changesto GIST-D 1 of2

Attachment A

SYSTEMIC THERAPY AGENTS AND REGIMENS FOR UNRESECTABLE OR METASTATIC GIST

First-line therapy for
unresectable recurrent or
metastatic disease

Second-line therapy for
unresectable or metastatic
disease (progressive disease or
intolerance to imatinib)

Third-line therapy for
unresectable or metastatic
disease (progressive disease or
intolerance to imatinib and
sunitinib)

Fourth-line therapy for
unresectable or metastatic
disease (progressive disease or
intolerance to imatinib,
sunitinib, and regorafenib)

Fifth-line therapy for
unresectable or metastatic
disease (progressive disease or
intolerance to imatinib,
sunitinib, regorafenib, and
ripretinib)

Preferred Regimens

Other Recommended Regimens

Imatinib? (category 1)
Avapritinib® (for GIST
with PDGFRA exon 18
mutation, including

PDGFRA D842V

mutations)

Sunitinib? (category 1) e Ripretinib
Regorafenib? (category 1) e Ripretinib

Ripretinib2d (category 1)

2FDA-approved TKils for the treatmentof GIST.

®Indicated for GIST with PDGFRA exon 18 mutation, including PDGFRA D842V mutations.

“TKIs to be considered for use in combination with everolimus include imatinib, sunitinib, or regorafenib.
“Ripretinib isindicated for use in patients who have received prior treatmentwith 3 or more kinase inhibitors, including imatinib.

Useful in Certain
Circumstances

e Sorafenib

e Nilotinib

e Dasatinib (for patients with
PDGFRA D842V mutation)

e Pazopanib
e  Everolimus + TKI¢
e  Avapritiniba®
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