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IDRX-42: a KIT TKI designhed to address unmet need in GIST

« KIT mutations drive most GIST, with resistance to TKIs due to diverse secondary mutations in
the ATP-binding pocket and activation loop

* No approved TKI inhibits the full spectrum of these mutations?
= Response rates with 2"d [ine sunitinib, 3" line regorafenib, and 4™ line ripretinib are
approximately 18%, 5%, and 9%, respectively 234
* IDRX-42 is an investigational KIT TKI which has shown:

= Superior in vivo activity vs standard TKIs in xenograft mouse models with exon 9, 11, 13
and 17 mutations®?®

= Selectivity over off-target kinases, sparing VEGFR-2 and FLT3>
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STRATEGIST 1: Study design

Key Eligibility Criteria

* Metastatic and/or
unresectable GIST

« Pathogenic mutations in
KIT or non-exon 18
PDGFRA

* Progression on imatinib
(phase 1)

« ECOG PS 0-1

Key Endpoints

- Safety/tolerability 8

* PK

* Anti-tumor activity
(investigator-assessed)?

Phase 1 Dose Escalation (3+3 Design) 1t

NCT05489237
1200 mg (600 mg BID)
capsule, n=6

800 mg (400 mg BID)

capsule, n=12
600 mg QD 600 mg QD
capsule, n=12 tablet, n=6

400 mg QD 300 mg QD
capsule, n=22 tablet*, n=14

240 mg QD 200 mg QD
capsule, n=3 tablet, n=11
120 mg QD
capsule, n=3

*Based on similar steady-state plasma exposure, data from 300 mg tablet dose and 400 mg
capsule dose are analyzed together in this presentation

Phase 1b Cohorts
at RP1bD(s)t

* As of 30 September 2024, 89 patients were enrolled in the Phase 1 portion at doses of 120 mg — 1200 mg, and are

the focus of this update

* Phase 1b was initiated in May 2024 at a Recommended Phase 1b Dose (RP1bD) of 300 mg QD (tablet)

CtOS  reoen

Suzanne George, MD

Content of this presentation is the property of the author,
licensed by CTOS. Permission is required to reuse.

Bringing together the world's
sarcoma specialists



STRATEGIST 1: Patient and tumor characteristics

All Patients
N=89
Median age, years 59 (32-78)
Male, n (%) 57 (64)
Median time since diagnosis of unresectable/metastatic GIST, years 4.5
Median lines of prior systemic therapy (range) 4 (1-8)
Prior therapy: 1/ 2/ 23 lines, n (%) 15(17)/10 (11) / 64 (72)
23 lines without ripretinib, n (%) 25 (28)
KIT mutation status §, n (%)
By local assessment or central baseline ctDNA analysis
Any KIT mutation 89 (100)
Any Exon 9 25 (28)
Any Exon 11 63 (71)

As of 30 September 2024, 63% of patients (56/89) remain on IDRX-421t, with a median duration of treatment of 6.6 mo (range: 0.2-26)
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STRATEGIST 1: Promising anti-tumor activity in 2" and later-line GIST

24t Line
2nd L ine 3d Line No Prior All Patients
Objective Response Rate (ORR)T, n/N (%) Ripretinib
All Doses 8/15 (53) 2/10 (20) 9/25 (36) 25/87 (29) tt
400 mg capsule/300 mg tablet (RP1bD)* 6/13 (46) 2/4 (50) 2/10 (20) 10/38 (26)
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STRATEGIST 1: Duration of treatment and response in 2" |ine patients

Mutant
KIT Exon ¥

9 11 13 17

4

'S  Median duration of treatment: 8.7 months
. —— (range: 4.8-25.8)

B 120 mg Capsule * PFS (95% CI) at 6 months: 85% (51%-96%)

A } O 400 mg Capsule/300 mg Tablet (RP1bD)
@ 600 mg Capsule

i | ° Median PFS not eStimable

’ * Complete Response
A Partial Response
A » Progressive Disease
’ » Remains on Treatment
® Discontinued Treatment
# Dose Cohort Reassigned
> i Prolonged Dose Interruption

T T T T T T T T T T T T T T T T T T T T T T T T T
1 2 3 45 6 7 8 91011121314 1516 17 18 1920 21 22 23 24 25
Months on Treatment
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STRATEGIST 1: Durable clinical activity in heavily pretreated patients

Duration of Treatment and Response
23'd Line Patients
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B 120 mg Capsule

W 240 mg Capsule/200 mg Tablet

[ 400 mg Capsule/300 mg Tablet (RP1bD)
@ 600 mg Capsule/600 mg Tablet

I 800 mg Capsule

W 1200 mg Capsule

A Partial Response
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P Remains on Treatment
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|—g # Dose Cohort Reassigned
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Months on Treatment

Progression-Free Survival, 23rd Line Patients

Median PFS, months (95% Cl)
400 mg Capsule/300 mg Tablet: 9.2 (1.9, NE)
All Doses: 9.2 (5.5, 12.9)

Progression-free Survival Probability

0.2+  ——— 400 mg Capsule/300 mg Tablet
All Doses
004 + Censored
0 6 12 18 24
Time (months)
Number at Risk
400 mg Capsule/ 25 8 4 1 0
300 mg Tablet
All Doses 72 23 9 2 0
Progression-Free Survival (PFS)
. 24" Line
rd
3% Line No Prior Ripretinib
N Median PFS, months N Median PFS, months
(95%Cl) (95%Cl)
All Doses 10 12.9 (0.8, NE) 25 9.2 (3.7, NE)
400 mg capsule/ 4 NE (1.9, NE) 10 11.0 (0.6, NE)

300 mg tablet (RP1bD)*

One patient in the 600 mg cohort had dose reduction to 400 mg early in Cycle 1 (Day 2) and is analyzed as effectively treated at 400 mg; NE, not estimable; PFS, progression-free survival (Kaplan-Meier estimate); RP1bD, Recommended Phase 1b

Dose; Data cutoff date: 30 September 2024
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STRATEGIST 1: Responses observed across KIT mutation subsets

ORRT by KIT Mutation According to Baseline Central ctDNA Analysis

47%

N=19
30% S1%
N=20 N=36

Any Exon 9 Mutation Any Exon 11 Mutation Any Exon 13 Mutation V654A Mutation Any Exon 17 Mutation

50%

45%

40%

35%

30%

25%

20%

15%

OBJECTIVE RESPONSE RATE

10%

5%

0%

T Confirmed responses and responses awaiting confirmation in the efficacy evaluable population (all lines of therapy) according to mRECIST (modified RECIST v1.1; Demetri et al. Lancet. 2013;381(9863):295-302); ctDNA, circulating tumor DNA;;
ORR, objective response rate; Data cutoff date: 30 September 2024
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STRATEGIST 1: IDRX-42 Favorable safety and tolerability profile

Treatment-Related AEs (TRAE) and Dose Modifications

- Recommended Phase 1b 400 mg capsule/SNOZOB,g;g tablet (RP1bD) All Eiggnts
Dose (RP1bD) yielded Highest CTCAE Gradet
fewer dose reductions and 1 5 3att 1 5 3att
Grade 3-4 TRAE (compared Any TRAE, n (%) 16 (44) 16 (44) 3(8)8 27 (30) 34 (38) 21 (24)
to higher doses) TRAE in 215% Patients Overall
Diarrhea 20 (56) 3(8) 43 (48) 14 (16) 3(3)
Mean relative dose intensity Nausea 17 (47) 4 (11) 37 (42) 9 (10) 3(3)
>90% at RP1bD for all Dysgeusia 12 (33) 2 (6) 24 (27) 6(7)
completed cycles Fatigue 7 (19) 4 (11) 17 (19) 10 (11) 2 (2)
Decreased appetite 5 (14) 19 (21) 8(9) 1(1)
Vomiting 10 (28) 2 (6) 19 (21) 5 (6) 3(3)
Anemia 2 (6) 5 (14) 7 (8) 11 (12) 6 (7)
Gastroesophageal reflux disease 7(19) 3(8) 15 (17) 5 (6)
Periorbital edema 5 (14) 16 (18)
Peripheral edema 2 (6) 1(3) 13 (15) 2(2)
Neutrophil count decreased 2 (6) 4 (11) 3(3) 7 (8) 4 (5)
Dose Modifications
TRAE leading to dose reduction*, n (%) 3 (8) 15 (17)
TRAE leading to dose interruption, n (%) 6 (17) 21 (24)
TRAE leading to discontinuation, n (%) 0 2(2)
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STRATEGIST 1: Conclusions

* IDRX-42 has demonstrated:
= Promising responses in previously-treated GIST
« 2" |ine ORR =53%
« 23" ]ine ORR = 24%
* Responses across important KIT activating and resistance mutation subsets

= Durable clinical activity: 9.2 months median PFS in 23rd line patients overall

* Longer median PFS estimated for 3rd line patients overall (12.9 months) and 24th line patients without prior
ripretinib, at the recommended Phase 1b dose (11.0 months)

= A favorable safety profile, with manageable AEs

« Phase 1bis ongoing in 15, 2"d and later-line GIST
= 18t line cohort remains open to accrual

- Arandomized Phase 3 study comparing IDRX-42 to sunitinib in 2" line GIST is planned
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