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Investigator-Assessed Disease Progression in a Phase 2 Study of Paltusotine
In Patients With Neuroendocrine Tumors and Carcinoid Syndrome
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BACKGROUND

» Paltusotine (PALSONIFY™) is an oral, once-daily, non-peptide, selective
somatostatin 2 receptor agonist approved by the US FDA for the treatment of

RESULTS CONCLUSION

Patient Characteristics

e In this preliminary analysis of a phase 2

. . Patients
adults with acromegaly who had an inadeguate response to surgery and/or for (n=32)
whom surgery is not an option'?

study of paltusotine Iin patients with CS,

Age, years, mean (SD) 599 (13.5)
- Paltusotine is currently being investigated for the treatment of carcinoid Sex, n (%) . .
syndrome (C5); the safety and efficacy for use in this new indication have not Female 17 (53.1) the | nveS‘Ug ato r-assessed PFS rate after
been fully evaluated by Regulatory Authorities Male 15 (46.9)
* In a phase 2 study, treatment with once-daily, oral paltusotine reduced the Duration since CS diagnosis, months, median 66.0 '| yea r Of treatment was '74%
frequency and severity of CS symptoms and was well tolerated? NET grade, n (%)
Crade T 16 (50.0) . . . .
OBJECTIVE o e (200 e Further investigation in the phase 3
- To explore the anti-tumor effects of paltusotine in patients with neuroendocrine Primary tumor location, n (%) :
tumors (NETs) and CS Lung 1(3.1) CAR E FN D R StUdy (N CTO7087054) |S
ODS Pancreas 2 (6.3)
METH Small intestine 20 (62.5)
Other 9 (28.1) ur d c rway

» Entry criteria: locally advanced or metastatic, stable, well-differentiated,
grade 1or 2 NETs with CS either:

— Somatostatin receptor ligand (SRL) treatment naive or currently untreated and
actively symptomatic (average of 24 bowel movements per day or >2 flushing Overall
episodes per day on =2 days over a 2-week period) or 100 4 +—+ 100 -

"

CS = carcinoid syndrome; NET = neuroendocrine tumor.

Investigator-Assessed Progression-Free Survival

By Treatment History By Tumor Grade
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- Symptom control on SRL with demonstrated symptom worsening after
SRL washout
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* Patients had stable disease in the 6 months prior to study entry
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Study Design
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| T1-year investigator-assessed PFS rate: 74% 1-year investigator-assessed PFS rate

| Untreated: 75% -
Washout: 72%

| 1-year investigator-assessed PFS rate 1
Grade 1=82%
Grade 2 = 65%
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Randomized Treatment
(8 Weeks)

Screening
(2-12 weeks)
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Open-Label Extension

(102 Weeks)

1
|
Patients 40 mg Paltusotine i :
Medically Untreated > | ' 40, 80, or 120 mg Paltusotine
|
I

On SRL RWESlel¥i7AUYeIS lallple) 80 mg Paltusotine
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— Gradel
Grade 2
+ Censored

— Untreated
Washout
+ Censored

Investigator-Assessed PFS (%)
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Investigator-Assessed PFS (%)
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0 6 12 18 24 30 36 0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time to Progression (in months)
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Time to Progression (in months) Time to Progression (in months)

CHANGE . .
Patients at Risk Patients at Risk Patients at Risk
32 20 14 6 3 1 0 Untreated 8 6 4 1 0 Grade 11 16 1 8 3 2 1 0
2 6

Q)
Washout 24 14 8 2 1 o) Grade 2% 16 9 3 1 0

*Criteria for uptitration were CS symptoms that required treatment with short-acting injected octreotide at least once within the previous 7 days. SRL = somatostatin receptor ligand.
*The last observation is censored. This patient initially completed the original protocol, which included 50 weeks of OLE. Following a protocol amendment extending the OLE to 110 weeks, the patient was re-enrolled. PFS for this patient includes the entire period, as no disease progression was observed during the time off protocol. The final tumor assessment for this

patient occurred at 33 months after randomization in the original protocol. TKi67 cutoff: <3%. +Ki67 cutoff: 3%-20%. OLE = open-label extension; PFS = progression-free survival.

* In an observational study of 440 patients with metastatic NETs who received
treatment with a single-agent somatostatin analog, median PFS (time to event)

* Radiographic tumor assessments (computed tomography [CT] or magnetic

resonance imaging [MRI]) were conducted pretrial, at Weeks 10, 36, 70, 110, and
at end of treatment

Investigator-Assessed Progression-Free Survival Summary

Tumor Grade
Grade 1 Grade 2

Treatment History

— At each assessment, investigators reported (yes/no) whether imaging

Washout
represented disease progression, and “investigator-assessed progression-free

Overall Untreated

, , , , , Total number ) 8 24 16 16 was 17 months (95% ClI, 14-22 months)4
survival (PFS)" was based on the overall impression of imaging results . . . . . .
, o , , , , Events 7 p) 5 3 A * In a randomized controlled trial of octreotide long-acting release (LAR) in patients
* This preliminary analysis assessed tumor progression per investigator with metastatic midgut NETs, median PFS (time to event) was 14.3 months in the
3ssessment Censored 25 6 19 13 12

subset of octreotide-treated patients with CS»

-~ The Kaplan-Meier method was used to calculate PFS, which was defined as the Duration of

* In a randomized controlled trial of lanreotide in patients with non-functional

time from baseline to the date when the investigator reported “yes” for disease PES, months, 255 NR 25.5° 25.5* NR metastatic gastroenteropancreatic NETs, median PFS (time to event) was not
progression rrieelian reached at the 22-month analysis in lanreotide-treated patients; the PFS rate at
RESU LTS 95% Cl (25.3, NR) (--, --) (10.4, NR) (8.2, NR) (--, --) Month 24 was 65%°
. . . . PES probability 739 720 716 g1 65 3 REFERENCES
° Th|rty_s|x pa’uents (u ntreated’ n:9; SRL Washout’ n:2'7) were ra ndom|zed at Month 12 ’ ) ’ ) ) 1. Zhao J, et qI.ACS Med Chem Lett. 2023;14(1).:66-74. 2. PALSONIFY (paltusotine) tablets, for oral use. Package inser.t.Crir'wetics
(Paltusotine 40 mg/day, n=18; paltusotine 80 mg/day, n=18) o o 203 578 s 0nt) 05 E86) (444 053] (08857 ome ey s e S} o Aot - o e 2T i i e 5

* This analysis included 32 patients (untreated, n=8; SRL washout, n=24); 4 patients
were excluded due to not having baseline CT/MRI scan or elected not to enroll in
the open-label extension

*The last observed timepoint corresponds to a censored observation; therefore, the estimation of median PFS (time to event) should be interpreted cautiously. NR = not reached; For author affiliations, acknowledgments, and disclosures, please use the QR code.

PFS = progression-free survival.
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