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Study design and objective &

« This study (NCT03594422) is a phase 1 trial to evaluate the safety and efficacy of
olverembatinib in patients with advanced and/or metastatic GISTs or other solid tumors without
appropriate treatment.

» Olverembatinib was administered orally once every other day (QOD) in 28-day cycles, at doses
ranging from 20 to 50 mg.

» The recommended phase 2 dose (RP2D) was determined to be 40 mg for adult and adolescent
(aged 12-18 years) patients, who received 20 to 40 mg QOD based on body weight.

» Based on promising preliminary data, we focused on patients whose tumor progression on TKls
with SDH-deficient GISTs, including adolescents.

» Here, we present updated efficacy data in SDH-deficient GISTs.
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Key eligibility criteria &

Inclusion criteria Exclusion criteria

* Received any anticancer chemotherapy, biological agent
* Advanced and/or metastatic GISTs or other solid tumors treatment (e.g., monoclonal antibody), immunotherapy (e.g.,
IFN), or radiotherapy within 28 days, or 5 times the half-life,
before the first dose of olverembatinib

*  GIST patients must have disease that is primary-
resistant to imatinib (tumor progresses within 6 months +  Received any TKils or participated in any clinical trials of other
of first-line imatinib treatment, SDHB deficiency drugs within 14 days before the first dose of olverembatinib
confirmed by IHC)

+ Malabsorption syndrome or other diseases that affect oral

. >
Age = 12 years, male or female drug absorption
+ ECOG performance status < 2 * Brain metastasis

» Cardiovascular diseases of clinical significance,

* Adequate hematologic and bone marrow functien :
uncontrollable or active

* Adequate renal and liver function

. . . " AMERICAN SOCIETY OF
2024 ASCO #ASCO24 presenTep By: Haibo Qiu, MD, PhD DT
Presenta roperty of the author an: asco.0org.
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Results &

Demographics and baseline characteristics

Characteristics SDH-deficient GIST 29 patients screened

Number of patients enrolled 26
Median age (range), yr 30 (13 - 56)
Female, n (%) 19 (73.1) 26 patients enrolled
Primary tumor site, n (%) el

Stomach 24 (92.3)* | I |
Median time from initial diagnosis to 4.7 (0.2-19.5) 30 mg QOD 40 mg QOD 50 mg QOD
enrollment (range), yr n==6 n=14
Prior TKis, n (%) (1 adolescent) | | (1 adolescent) n=6

0 1(3.8) i |

1 8 (30.8)

2 4 (15.4) Safety population

>3 13 (50.0) 26 patients received at least one dose of
Prior temozolomide, n (%) 4 (15.4) olverembatinib
Germline mutation, n (%) 14 (53.8)

SDHB 12(46.2) _ _

SDHA 1(3.8) Efficacy population

SDHC 1(3.8) 26 patients evaluable for radiologic response

* One patient’s initially assessed tumor was multiple liver metastases; another was a large abdominal
mass.
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Results: Efficacy

Treatment duration (cycle)
6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44

lesions (%)

- Partial response

- Stable disease
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other treatment

Overall response rate, 23.1%

Among 26 evaluable patients, 6 experiencedpartial response
(PR) as the best response despite. multiple lines of prior
treatment.

2024 ASCO #ASCO24 presentep By: Haibo Qiu, MD, PhD

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.

—

APR
SD
e PD
== On-going
+ Withdrew

Clinical benefit rate, 92.3%

The median (range) treatment duration was 15.6 (1.8-42.3)
months. A total of 24 patients had PR or stable disease (SD)
> 16 weeks (4 cycles).

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

(UEFDESUATSASEZ R (BISARER) AR RS B BRI,



Results: Efficacy

Patient 1

30 yrs, F
Progressed on IM, SU, Reg

Baseline PR Confirmed PR
2022-07- 2023-01- 2023-03-12

Patient 2

26 yrs, F
Progressed on IM, SU

Baseliné PD, new lesion
2019-03- 2022-04- 2022-05-30
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Results: Efficacy \E

PFS data collected from real-world for
SDH-deficient GIST as historical control

Median PFS
= Olverembatinib 25.7 months (95% Cl: 12.9-NR )
Sunitinib 6.0 months (95% Cl: 2.0 - 10.0)

= = Regorafenib 5.5 months (95% Cl: 1.0- 8.0)

PFS (Months)
N 32 19
Median 6.0 8.0
95% ClI 40,70 3.0,80 1.0,NR

+ Censored

18 36
Months

PFS (Months)
N
Median
95% CI

No. at risk
Olverembatinib
Sunitinib
Regorafenib

Abbreviations: NR, not reached; PFS, progression-free survival.
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Results: Safety &

Most frequent (2 10) and grade 2 3 treatment emergent adverse events (TEAE)

SDH-deficient GIST (N = 26) In 26 patients with

Any grade, n (%) Grades 3-5, n (%) SDH-deficient GISTs:
Pyrexia 19 (73.1) 0 . .
Increased aspartate aminotransferase 17 (65.4) 2(7.7) Medl_an treatment
Hyperuricemia 16 (61.5) 0 duration was 15.6
Increased alanine aminotransferase 15 (57.7) 2(7.7) (1.8-42.3) months
Anemia 13 (50.0) 0 . 9 .
Melanocytic nevus 13 (50.0) 0 10 (38'5 /o) patients
Positive coronavirus test 12 (46.2) 0 experienced grade 2 3
Constipation 9 (34.6) 0 TEAES, of which 2
Headache 9 E34.6; 0 (7.7%) were
Abdominal pain 7(26.9 0 _
Vomiting 7(26.9) 0 treatment-related
Increased leukocyte count 5(19.2) 0 * 6 (2.3%) patients
OiElgEe 5(19.2) 0 experienced serious
Hgﬁ:;:bdom'nal S jggjg 1 (8'8) adverse events, but
Diarrhea 4.(15.4) 0 none was treatment
Asthenia 4 (15.4) 0 related
Hypoalbuminemia 4 (15.4) 0 .
Back pain 4 (15.4) 0 No deaths were
Dizziness 4 (15.4) 0 reported
Proteinuria 4 (154 1(3.8
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Results: Pharmacokinetics ‘j\é

Mean olverembatinib plasma concentration-time curve
in patients with SDH-deficient GISTs on Day 27 Mean (SD) olverembatinib pharmacokinetic parameters in
patients with SDH-deficient GISTs on Day 27

—A— 30mg C1D27 (N=1)

_ - 23?;2 2113223 ((:ZZ)) Dose Subject Trmax’ Crmax AUCiast Tz

:EI, mg no. hr ng/mL  h*ng/mL hr

B 30 1 6.0 11.8 256 13.4

g 40 9 8.0 22.0+10.3 460+173 18.0+5.2

§ 50 2 7.0 28.3+22.1 4731+220 15.7+2.4
*median

24 32 40 48
Time (hr)

* Olverembatinib steady-state exposure/(C,,.. and AUC) increased proportionally over the dose range of 30 to 50 mg.

+  Maximum plasma concentration of'clverematinib was reached 6 to 8 hours following multiple oral administrations.
The terminal elimination half-life ofielverembatinib was approximately 13 to 18 hours.

» No significant accumulation was ebserved after multiple doses.
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Potential mechanisms of action (MOA)
ESMO 2024 annual meeting
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Results

Olverembatinib had superior antiproliferative activity (vs. other approved TKIs) in SDH-deficien i

IC:n, uM, mean * SD

Cell li
=N HAES Jurkat, clone E6-1 (ALL) 0S-RC-2 (RCC) RKO (colon cancer) PC12#5F7 (rat
pheochromocytoma)

SDHA: missense_variant, SDHB exon 243 KD

SDHB: missense_variant, p.G184R; SDHA: missense_variant,
SDH status? . (heterozygote)
p.A15T SDHB: stop gained, p.P297S by CRISPR-Cas9
p.W218Ter
Olverembatinib 0.149 * 0.04 0.135 + 0.083 0.129 *+ 0.136 5.132 + 1.950
Imatinib >10 >10 >10 >10
Ripretinib 1.559+0.294 8.781+1.725 1.247 £0.933 >10
Avapritinib >8.071+2.728 >10+0 >10+0 >10
Ponatinib 2.136 £ 2.107 0.809 £0.443 0.274+0.241 8.537 & 3.553
Dasatinib 2.025+0.644 0.029 £ 0.003 0.382 £ 0.320 >10
Sunitinib 4.289 £ 0.280 >5.099 £+ 0.207 3.789 +£0.385 >10
Regorafenib >10 5.110 £ 0.588 2.145+0.812 >10
Sorafenib >10 3.581 £0.255 3.875+£0.170 >10
Pazopanib >10 >10 >10 >10
Rogaratinib >10 >10 >10 >10
Infigratinib 4.581 +0.342 3.166 £ 0.791 2.374+£2.311 >10
Pemigatinib 4.642 +1.842 >10 >10 >10

2From Crownbio database. ALL, acute lymphoblastic leukemia; CRISPR, clustered, regularly interspersed short palindromic repeats; I1C;,, half-maximal inhibitory concentration; RCC, renal cell
carcinoma.

2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

HETRECWATFARSEZ A (EDDERTEER) A RS RAMERIERES ARG ER S min S SRR,



RESUItS Olverembatinib (HQP 13

tes multiplé
Sl

PC12 PCI12#5F7 SDHB KD

Compared to other TKls, olverembatinib was more potent at inhibiting HQPI3SI (M) C C 03 1 3 10
growth of human SDH-deficient GIST primary cells ex vivo SDHB [we = = = = =]
Haibo Qiu, MD,Ph.D HIF 2

Patient 1 Patient 2 Patient 3

(knock-down) PC12#5F7 cells

120kD

100 4 Regorafenib IGF—IR'- E i e s | 100kD
« 80 " . O Rogaratinib 1
: 3 v Linsiins pForRi [ i s oo
L b2 3 + Dasatinib FGFR1| ; - '
2 z s T -~ 92/120/145kD
® 40 7 L @ Imatinib p— 27D
s —
20 : : \ v Ponatinib BERS
0 & 0 : i — —— Anlotinib FGF4 f “ - |16.8kD
1 T T T T 4 i T T T T 1 il 1 — L %
0 01 03 1 3 10 30 100 0 01 03 1 3 10 30 100 01 03 1 3 10 30 100 2-SRC
= = " 2 “ ——
Drug concentration (LM) Drug concentration (uM) Drug concentration (UM) (Phospho Tyr416) |‘_—, GREL

SRC [Wl e - - - | ouD
pSta3 | B8 W= - — | 79/86KD
paci[= - e

i

psvc [ O O ] v

F 2 0 0

PARP-1 | 116kD
Cleaved-PARP-1 89kD

. Caspase-3 | SIS s s | 35kD
BARGELONA ongress
- Content of this presentation is copyright an
' d (BT BESWAL B-ACTIN s s v e 35D

ERK




Conclusions

- Olverembatinib showed sustained clinical efficacy in SDH-deficient GIST, [
indicating potential benefit of this treatment and providing a benchmark
for future studies in this rare subtype of GIST.

- MOA studies revealed that olverembatinib exerts antitumor activity by
modulating multiple signaling pathways involved in angiogenesis,
apoptosis, proliferation, and survival.

- A phase 3 pivotal study will start soon.

2024 aibo Qiu, MD,Ph. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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