Safety, Pharmacokinetics (PK), and Clinical Activity of Bezuclastinib + Sunitinib in Previously-Treated Gastrointestinal Stromal

Tumor (GIST): Results from Part 1 of the Phase 3 Peak Study
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INTRODUCTION RESULTS EFFICACY

. . Part 1 Patient Disposition
Gastrointestinal Stromal Tumor (GIST) P Figure 2. Treatment Duration and Disease Assessment in Part 1a/b

Partial Response (PR) 1(16.7)* 3(12.0) 4(12.9)
Stable Disease (SD) 5(83.3) 17 (68.0) 22(71.0)

* Steady state exposure of bezuclastinib increased in an approximately dose proportional manner from 300 mg to 600 mg following
once daily (QD) administration of bezuclastinib and 37. 5 mg sunitinib.

Selected I « Part 1a data supports the selection of 600 mg bezuclastinib and 37.5 mg sunitinib as the dose for Part 1b and Part 2 of the Peak Progressive Disease (PD) 0 5(20.0) 5(16.1)

A

* Most common mesenchymal tumor of the gastrointestinal tract, with about 4,000-6,000 new cases/year in the United States.’ 5 patients received a starting dose of 300 mg QD bezuclastinib (3 of these patients elected to increase to
* Activating mutations in KIT are found in 80% of tumors, most commonly in exon 11 or exon 9. 600 mg QD bezuclastinib as of data-cut). om”
vera
« These mutations are inhibited by the tyrosine kinase inhibitor (TKI) imatinib, but in the metastatic setting resistance arises in 14 patients received a starting dose of 600 mg QD bezuclastinib. Response
60% of patients within 2 years.? +
Resist to imatinib is driven by additional mutations in KIT 13/14 (ATP binding d in) 17/18 (activati o ! >
ess;;nce 0 IMatinib Is Ariven by additional mUtations in ¥ &xons nCing comainy or exons activation Patients randomized 1:1 to receive 600 mg QD bezuclastinib or 37.5 mg QD sunitinib as a single agent for 2 5D >
loop).3*# Mutations may be present in both exons 13/14 and 17/18 in the same patient. o SD 1 |
it al I i tini i ipretini weeks, followed by combination therapy. PR | .
+ Additional FDA-approved sequential lines of therapy include the TKIs sunitinib, regorafenib, and ripretinib. D |
L OO ey o
* However, each TKl is only effective against a subset of resistance mutations and disease progression results from clonal II PRY | n—>
heterogeneity. EER)’Q : P Legend
* Bezuclastinib (CGT9486, formerly PLX9486) is an investigational TKI that inhibits mutations in KIT exons 9, 11, 17, and 18.° Of 39 patients treated in Part 1, 25 remain on study treatment. SD? | —) [ First Assessment Not Reached
SD | | .
Rationale for Treatment of GIST with Bezuclastinib in Combination with Sunitinib As of 29-Mar-2023 Datacut SD? | [ Stable Disease
€Enrollment complete. Part 1b enrolled a total of 23 patients as of April 2023. gg ' @l Partial Response
* Broad KIT inhibition drives tumor regression in mutationally heterogeneous GIST patient-derived xenograft models.® <o : - > On Treatment Following Investigator Assessmentof
+ While no single TKI inhibits all mutations, the combination of bezuclastinib (targeting exons 9, 11, 17, and 18) and sunitinib Demographic and Baseline Characteristics PR | ~ I R —— > Disease Progression
(targeting exons 9, 11, 13, and 14) targets the full spectrum of primary and secondary mutations.® - Baseline Characteristics: 39 patients enrolled in Part 1; median age 58 years (range: 33-77) gg : P @ Disease Progression (per Investigator)
* In preclinical studies, bezuclastinib demonstrated no significant activity against closely related kinases (Table 1), inhibition . . o SD ’ :
of which has been linked to toxicities.”8 Table 3. Demographic and Baseline Characteristics D | > > » Treatment Ongoing
SD g — LA OnePrior TKI Only
Part 1a Part 1b Total Part 1a Part 1b Total
Table 1. Activity Against Closely Related Kinases Baseline Characteristics N=19(%) | N=20(%) N=39 (%) Baseline Characteristics N=19(%) | N=20(%) | N=39(%) gg : | €
Cell IC5 (nM)' Male, n (%) 13(68.4) | 18(90.0) |RERNELE) Prim ! I Best
, N (7 . . . ary Tumor Location at SD | Best . . . ..
Compound _ PDGFRa | PDGFRR | CSFIR |  FLT3 | VEGFR2 tagnosi PD — Overall Patlents with One Prior Tl Therapy {Imatinib Only)
ECOG Performance Status Diagnosis | AN .
Bezuclastinib >10,000 >10,000 >10,000 >1000 >1000 : SD —> R
' ’ ' (baseline) Stomach 4(21.1) 4(20.0) 8(20.5) SD » SD | o
Imatinib /> 247 1027 >1000 >1000 0 12(632) | 10(50.0) |ERAELRD) Small Intestine 8(42.1) | 14(700) PHAEA! EII::)) : > > PR | ®—>
Sunitinib 23 14 313 ! 4 ! 6(316) 10(50.0) 16{41.0) Other abdominal locations 7(36.8) 2(10.0) 9(23.1) Eg [ ol S0 | >
i | ® SD |
Regorafenib 138 1180 473 237 101 2 1(5.3) 0(0) 1(2.6) Primary Mutation* PD | : —»
Avapritinib 53 10 249 305 >1000 Total number of prior TKI NE | —> SD | o
therapies Exon 97 2(10.5) 7(35.0) CYPER ) NE | — D | o
Ripretinib 20 34 312 534 110 NE
0 0(0) 0(0) 0(0) Exon 114 13(68.4) | 14(70.0) [PEA(3:F)] NE l —» NE[ o
* Off-target assays were performed using phospho ELISAs (R&D Systems). The following cell lines were used for analysis: H1703 (PDGFRa), Other/unk NE ! —»
NIH3T3 (PDGFRb), HEK293 engineered lines (CSF1R, FLT3, and VEGFR2). 1 7(36.8) 0(0) 7(17.9) ther/unknown 4(21.7) 0 4(10.3) e ! —— 16 weeke on treatment 0 2 4 6 8 10 12
2 7(36.8) 4(20.0) 11(28.2) Prior Radiotherapy 4(21.1) 5(25.0) 9(23.1) NE : —p )
* Ina Phasg ‘!/2 cllnlcal. gtgdy, pts with re!apsed apd/or refragtory GIST and a median of 3 prior lines of therap\/ treated with -3 5 (26.3) 16 (80.0) 21(53.8) Prior anti-cancer surgery 15(789) | 19(95.0) 34 (87.2) NE2 | 10
bezuclastinib and sunitinib (n=15) experienced clinical benefit and an acceptable safety profile, warranting further 0 5 A 6 g 0 T
evaluation in a randomized trial. As of 29-Mar-2023 Data-cut #Per archival samples taken any time from primary diagnosis to screening Treat ¢ Cycles (cycle = 28 days)
. . . - : . N . Safety Analysis Set: All d ient i i icei reatment Cycles (cycle = ays
* Prior to study initiation, an optimized formulation of bezuclastinib was developed to improve bioavailability and reduce pill atety Analysis set- Alltreated pts hone p?;':;;'rrt‘ rs;tr:db%'tt; Eglt:rﬁ)rion 9 and exon 11 appears twice in Y y Y
burden. 20ne prior TKI only; I Clinical disease progression; @ Adverse event; €Enrolled in another therapeutic study As of 29-Mar-2023 Data-cut
S A F ETY Safety Analysis Set: All treated pts
. . . .. e g P . i %) i i i
MATERIALS AND METHODS Combination therapy with bezuclastinib and sunitinib in Part 1 was well-tolerated and does not appear * Median time to response was 4.2 cycles (range: 2.0 to 8.0 cycles). Figure 3. Best Overall Change (%) in Sum of Target Lesion Diameter
Ficure 1. Studv Desien for the Global Phase 3 Randomized Peak Study (NCT05208047) to add to the frequency or severity of adverse events associated with single agent sunitinib. . Data are immature to estimate median PFS. . sum of Target Lesion Diameter (n=31)
g ' v g v * Majority of TEAEs were of low CTCAE grade and reversible. A Legend
° 50 —
Focus of current presentation * Low rate of Grade 3+ events. Table 5. Early Responses Observed Per Investigator Assessment I A One Prior TKI Only
. _P;R'F1_ O_P'I:M_IZE_D_ e — + Limited 9/39 (23%) dose reductions of any study medications due to TEAEs. : 40 » Treatment Ongoing
a . . . . . : : : : : One Prior TKI Thera 2+ Prior TKI .
FORMULATION LEAD-IN : PART 2 RANND:C;,gIgIZED STUDY * Infrequent (n=2) discontinuations due to TEAEs (1 patient with Grade 2 Rash, 1 patient with Gr 1 abdominal pain and Gr 3 diarrhea). P ——— OF:{V) ':herapies 0 Best Overall Response
N=19 I * Only two patients experienced serious adverse events possibly associated with study medications. T - B “ [0 Disease Progression
| * One patient with Grade 2 neutrophil count decrease and pyrexia, and Grade 3 platelet count decrease. . 20 O Stable Disease
H * [
| + One patient with Grade 2 bacterial peritonitis and Grade 3 febrile neutropenia. Disease Control Rate*, n (%) 6(100.0) 11(44.0) 17 (54.8) o » > B Partial Response
I o . . o Best Overall Response, n (%) |:| |:|
| Clinical Pharmacokinetics of Bezuclastinib o LIl I I | Ll» » » > > > > > > > >
|
|
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Best Overall Change (%)

Q) | PART 1b BEZUCLASTINIB/SUNITINIBDDIF | . e Eicacy Evaluable Analysls Set: All reated ps 30 N—
. . ; ; i icacy Evaluable Analysis Set: reated pts -
N~20 | Table 4. TEAEs =15% All Causallt\/ \r/]vae\je:i]éfseatnba;);lsosneitlLer;I;;jo(ers%a\;t\llzztksswho with >1 postbaseline tumor assessment
(Conducted in parallel with PART 2) : *Unconfirmed response 40
_______________ Part 1a Part 1b Total Part 1a Part 1b Total 0
KEY ENTRY CRITERIA T | N=19 (%) N=20 (%)  |N=39 (%) N=19 (%) N=20 (%)  |N=39 (%)
sunitinib treatment begins on s0ne prior TKI only As of 29-Mar-2023 Data-cut
Es?zﬂztinib monotherapy patients Preferred Term All Grade =3 All Grade =3 All All All All Efficacy Evaluable Analysis Set: Alltreated pts with >1
who progress may be eligible for Slerred te Grades | - °U¢ =° Grades |~ ¢ =- Grades SRR Ui Grades SO Grades Grade =3 ¢ 5 des postbaseline tumor assessment
cross-over
tPatients receive either Laboratory TEAEs c O N c L U S I O N S
bezuclastinib or sunitinib as
?irlwlgle aginttf)or 2 \(vegk§b ; Diarrhea 11 (58) 2(11) 6(30) - Neutropenial/| 9(47) - 6 (30) 2(10)
oliowe Yy bezuc astinib an
itinib Fatigue 10(53) - 6 (30) - AST increased 9 (47) 1(5) 6(30) - ) . . C o ) ) ) . )
S o 2 0] s T e - Encouraging safety, tolerability, and clinical activity in Part 1, consistent with previously reported clinical data (Ph 1/2 PLX121-01 trial).
. . . - - Increase - . . . .
Table 2. Objectives, Endpoints, and Enrollment Status ot . . WBC count * Majority of adverse events were Grade 1-2 and reversible with a low rate of Grade 3 events reported.
air color changes } - 7(37) - 7(35) 1(5) . . e . . : :
Objective Primary Endpoint g;’;:ﬁ's‘t SUCHLE: e eoe T2 e 300 decreased « Combination was well-tolerated with limited dose reductions and discontinuations due to adverse events.
ypertension Anemia 5 (26) 1(5) 3(15) - .. . . : : , e
1a Identify a dose of an optimized formulation of bezuclastinib Taste disorder” 3 (16) ) 5 (25) _ vpophosphatemia & (21) - S0 - « Combination therapy does not appear to be adding to the frequency or severity of adverse events associated with single agent sunitinib.
to be administered in combination with sunitinib that
achieves target drug exposures defined based on previous | PK of bezuclastinib Enrollment complete GERD 3(16) | - | 4(20 Blood creatinine , . | | 500 | « Clinical activity supports potential for durable disease control in imatinib-resistant GIST patients, including heavily pretreated patients.
Phase 1/2 clinical data with bezuclastinib and sunitinib in Abdominal pain| 3(16) - 3(15) - increased L . ith il | f£th ia
patients with GIST Headache 3 (16) i 3(15) i Hyponatremia 5 (26) i} 1(5) - patients with partial responses at early stage or the trial.
1b 1 1 1+ 1 H | _ [ ] I 1 1 1 1 H .
To characterize the potential drug-drug interaction zr}w(dotfhbeeztjifrlgsrtlr;g’éi\slzmtlmb' . = Rash® 3(16) _ 3(15) - Thrombocytopenia¥ 5(26) | 1(5) 1(5) Responses developing at later timepoints suggest response rate may continue to increase over time
between bezuclastinib and sunitinib tab IEC f v tinib nrofiment complete fincludes pooled PTs of Neutropenia, Neutrophil Count Decreased As of 29-Mar-2023 Data-cut e Data are immature to estimate median PFS.
metabolite of sunttini Alncludes pooled PTs of Taste disorder, Dysgeusia,Ageusia Safety Analysis Set: All treated pts
2 To determine the efficacy of bezuclastinib and sunitinibvs | : #|mc|lu§es p°°|leéj o Off ghrﬁrﬁboﬁymper?'a.and Tlateletcoum pecreased * Part 2 is enrolling patients who have progressed on or are intolerant to imatinib only at the selected starting dose of 600 mg bezuclastinib QD and 37.5 mg sunitinib QD
erermine H . HIID At S per mMRECIST v1.1 Now enrolling ncludes pooled PTs of Rash, Rash maculo-papular gP prog Yy 8 g bezu -2 Mg su .
sunitinib in patients with GIST and prior imatinib only
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