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GIST Medical Therapy

 Metastatic disease treated with tyrosine kinase
inhibitors (TKIs)
— Imatinib (PFS = 24 months)
— Sunitinib (PFS = 6 months)
— Regorafenib (PFS = 5 months)
— Ripretinib (PFS = 6.3 months)
— Avapritinib (PFS = 3.7 months)
— Avapritinib PDGFR (PFS = NR)
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GIST Subtypes

Kit exon 11
Kit exon 9

KIT resistance mutations
Exon 13 (ATP binding site)
Exon 17 (A-loop)

PDGFR D842V
SDH deficiency
Raf V600E
NF-1, Ras
FGFR fusion
TRK fusion
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GIST mutation testing in US

KIT testing
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Florindez and Trent. American Journal of Clinical Oncology, April 2020. 43 (4), 270-278. Low Frequency of
Mutation Testing in the United States: An Analysis of 3866 GIST Patients J SYLVESTER
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Circulating Tumor DNA

Mutation Testing From Blood (Liquid Biopsy)

Circulating
tumor DNA

tumor cell a0 i ‘Bloodstream

Circulating
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UTILITY OF ctDNA IN GIST

ctDNA Tumor FFPE

. . Detection Rate
Mutation+ Mutation+

All Patients 22 36 61%
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Distribution of Primary Mutations (%)

o Patients with mutation (n=162)
o KIT or PDGFR mutations (N=106)
o Not KIT/PDGFR (N=56)

9%
5% 13%
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Resistance Mutations (%)

o Patients with KIT or PDGFR mutation
(n=106)
o Other: Ras, NF-1, PI3K, TSC

KIT Exon 13 «KIT Exon 17 =Other JSYLVESTER
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Differential Sensitivity to TKI

Resistance Mutations

Primary Mutations

Exon Exon
8 9

Imatinib

Sunitinib

Regorafenib

PLX9486

Pexidartinib

Ponatinib

Avapritinib

Ripretinib

Junaid Arshad, Jonathan C. Trent. JCO Precision Oncology 2020 :4, 66-73

Trent, CTOS 2017
Serrano BJC 2018
Gramza et al, Clinical Cancer Research 15:7510, 2009
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52 YO woman, small intestine GIST, KIT exon 11 (L576P),
liver metastases

 Initial response to imatinib durable for 2 years then PD

* Treated with sunitinib, regorafenib, ripretinib,
cabozantinib over 3 years all PD

 ctDNA revealed KIT exon 13 V654A resistance mutation

* Placed on sunitinib to target KIT exon 11 primary and KIT
exon 13 resistance mutations




Outcome in the era of ctDNA
IN GIST (N=39)

12 months from ctDNA testing (n = 39):

OS =79.5%; Cl 0.66-0.92
PFS = 46.2%; Cl 0.32-0.65

6 9
Time (months)

22
14
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2L+ mTTF KIT EXON 13 (V654A) PATIENTS

‘ mTTF in 2L+ therapy in GIST pts with exon 13 V654A resistance mutations
\

—I1Sunitinib

1.0
Other
—I"1Regorafenib

Time to Treatment Failure (%)

HR =0.677
Cl: 0.49-0.93
p=0.01

15.00

mTTF (months)

Patients with Kit exon 13 resistance mutations do twice
as well on sunitinib then regorafenib
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New Monotherapy
Approaches
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IDRX-42 (Velzatinib) Promising Activity
Next Generation KIT Inhibitor

mRECIST Response
Evaluable for Efficacy’
All

Patients
N=66

Partial Response, n (%)

confirmed + awaiting 15 (23) 11
confirmation

Median time to response,

months 2

Median follow-up, months 5.6

2"d Line
Patients
N=14

3.7

3.0
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IDRX-42 (Velzatinib) Promising Activity

Best Change in mRECIST Target Lesions

@ 120mg 240mg @ 400mg ® 600mg B 800mg @ 1200mg

X = Discontinued
A = PR (confirmed + awaiting confirmation)
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TEfficacy evaluable defined as all patients with at least 1 postbaseline disease assessment or clinical pragression or death before first postbaseline disease assessment. Dig
thereafter; ttincludes 3 PRs awaiting confirmation; # Includes 2 PRs awaiting confirmation. Of 2nd line patients with opportunity for 216 weeks follow up, 6/7 achieved a PR;

2024 ASCO #ASCO24 presentep BY: Dr. Patrick Schoffski

ANNUAL MEETING Presentation is property of the aLthor and ASCO. Pemmission required for rause; contact pemmissions@asco.org.
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Robust antitumor activity of
DCC-3009 in preclinical models

BaF3 KIT Avdup/V654A (exon 9/13) GIST PDX KIT delwk/v823D (exon 11/17)  GIST PDX KIT de/Wk/v654A (exon 11/13)

End of End of End of
dosing dosing dosing
--Vehicle -8~ Vehicle 3500 - -~ vehicle
-#-DCC-3009 50 mg/kg BID -#- DCC-3009 50 mg/kg BID -8 DCC-3009 50 mg/kg BID
22% regression 99.7% regression 80% regression
Sunitinib 20 mg/kg BID
6% regression
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Days post tumor implant Day Day

When dosed orally BID, treatment with DCC-3009 led to tumor regression in KIT exon 9/13-, 11/13-, and 11/17-mutant models.
BID, twice daily; GIST, gastrointestinal stromal tumor; PDX, patient-derived xenograft; SEM, standard error of the mean.

_PSYLVESTER

COMPREHENSIVE CANCER CENTER
UNIVERSITY OF MIAMI HEALTH SYSTEM




Dose escalation study design

Open-label study

Part 1: Dose escalation

DCC-3009 monotherapy in 28-day cycles

Patients with
confirmed advanced

GIST and documented Part 2:

KiT or PDSERA Dose expansion
mutations who

received previous

treatment with >1 TKI
in the advanced

setting

Dose level 1

atscalation will continue until the maximum tolerated dose is reached or until an expansion dose is selected based on the overall
safety, PK, and preliminary efficacy profile.

GIST, gastrointestinal stromal tumor; PDGFRA, platelet-derived growth factor receptor a; PK, pharmacokinetic; TKI, tyrosine kinase
inhibitor.
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New Combination Therapy
Approaches
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Common primary and secondary resistance
mutations

B + NDE-
ez Imatin  Suniti S Regor

Mutation Sunitini ib nib unll:ml afenib

cKIT WT
cKIT V560G p 1

cKIT V654A AP

AP

cKIT T6701 (gatekeeper)

cKIT D816H AL 97

cKIT D816V AL 276 2334

cKIT D820Y AL 1 2

cKIT N822K AL 3 -

cKIT Y823D AL 1 3
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Peak is a Global, Randomized, Open-Label Phase 3 Study

Evaluating the efficacy and safety of bezuclastinib + sunitinib vs sunitinib as 2L treatment (NCT05208047)

Bezuclastinib 600 mg QD
+ Sunitinib 37.5 mg QD

n =204

Patients
11
Randomized

Sunitinib 37.5 mg QD
n=209

Crossover allowed following BICR confirmed PD

Patient Eligibility L EAS LTI » Progression Free Survival per BICR

Key Secondary *  Objective Response Rate per BICR
Endpoints *  Overall Survival

* Age=18years

* Histologically confirmed GIST with at least 1 measurable % Prosrecsion Erea Curonal ner
lesion per mRECIST v1.1 | g et R

*  Locally advanced, unresectable or metastatic GIST Secondary . Dni‘;g;Slganl:trd Rate

*  Documented disease progression on or intolerance to Endpoints ;
S * Time to Response
imatinib :

*  Duration of Response

Data cut-off as of 30 September 2025
Statistical assumptions: median PFS of 8 months for sunitinib and 12 months for bezuclastinib + sunitinib.

2L, second-line therapy; BICR, blinded independent central review; GIST, gastrointestinal stromal tumor; mRECIST v1.1, modified response evaluation criteria in solid tumors; criteria used to assess
treatment response in GISTs; PD, progressive disease; QD, guaque die (once daily).
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Bezuclastinib + Sunitinib Reduction in Risk of Progression or Death

100% A

Median PFS

90% - Bezuclastinib 16.5 months
= + Sunitinib 95%(l, 13.8to 19.2
= .
> -hi g 9.2 months
= Sunitinib
E 70% - *}._ -+ 95% CI, 72to 11.0
2 ' Hazard Ratio = 0.50
@ 60% + L.
I-‘IC ' 95% (l, 0.39 to 0.65; p<0.0001
.S 50% -+ ol _*‘# _
g %
@ 40% +
5 s =
E oo %
o = - qi

20% —+ - — el = - — 4 -

10% 4 Sunitinib Bezuclastinib + Sunitinib - e e = - - - - I

-t
0% } f f } } } } } } } } f } } } f !
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Patients at Risk Time (months)
Bezuclastinib + Sunitinib 204 180 166 146 130 119 102 76 72 51 24 23
Sunitinib 209 161 137 113 97 85 64 39 35 19 9 9
Data cut-off as of 30 September 2025 18

Cl, confidence interval; PFS, Progression-Free Survival. .
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Efficacy of Imatinib

Post-Imatinib (8 weeks therap
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Induction of Apoptosis by
Recepeptor Signhaling

A

Ras\ Other targets?
GTP

}— Bcl-2

Proliferation = Apoptosis

Pathway Pathway %ﬁlm%%ne

Endonuclease Activation

Proliferation Y
Apoptosis

Trent, et al TheEMBOJournalvol.15n0.17pp.4497-4505 UNIVERSITY OF MIAMI HEALTH SYSTEM
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Hypotheses

GIST Cells
GIST Cells
survive by *
Autophagy
Autophagy

inhibitors will
enhance apoptosis

Apoptosis Autophagy

Tumor
Survival JSYIVESTER
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Ripretinib + DCC-3116

DCC-3116 inhibits autophagy driven by ULK1/2 in response to RTK
inhibition by ripretinib

PI3K
PATHWAY
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Ripretinib + DCC-3116

DOSE
ESCALATION

KIT- or PDGFRA-
mutated
advanced GIST

l

Escalating doses of inlexisertib
+

Ripretinib 150 mg QD

Primary objectives
Evaluated safety and

determined the RP2D

PART 2

DOSE EXPANSION

Patients with locally advanced or
metastatic GIST and a documented KIT
exon 11 mutation with disease
progression on or intolerance to
first-line imatinib

l

Treatment
Inlexisertib 400 mg QD combined with
ripretinib 150 mg QD

l

Primary objective
Evaluate antitumor activity

(ORR per mRECIST v1.1)
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Clinical Trials for GIST Patients

* Phase 1 Studies
— Ripretinib + DCC-3116 (Autophagy inhibitor) — 2" line
— DCC-3009 (new KIT inhibitor) — any line
— Imatinib + Ziftomenib (Oral Menin Inhibitor)- 1st line
— PRMT5i (MTAP deleted GIST) — planned, any line

* Phase 2
— ctDNA-guided therapy for GIST patients (IntellliGIST) — any line

* any line prior therapy
* must have exon 13/14 or 17/18 resistance mutation
* ctDNA testing provided

— Imatinib + KQB198 (SOS inhibitor) vs Imatinib — 1 line

* Phase 3
— IDRX-42 (Velzatinib) vs Imatinib — 1% line
— IDRX-42 (Velzatinib) vs Sunitinib — 2" line
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Conclusions

Mutation testing is necessary for optimal treatment
outcome

ctDNA testing at each instance of progression
Many new clinical trials on the horizon

We are excited about new medicines but don’t
forget

— Hepatic Arterial Embolization

— Metastatectomy

— Radiation Therapy

— Imatinib dose escalation

— Sunitinib Rechallenge
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