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ABSTRACT

Paltusotine is a selective, non-peptide, SST2 receptor agonist in development as a once-daily oral
treatment for patients with acromegaly or carcinoid syndrome. PATHFNDR-2 was a randomized,
double-blind, placebo-controlled trial (24-week randomized controlled [RC] phase; single-arm,
open-label extension [OLE; currently ongoing]) that evaluated the efficacy and safety of
paltusotine in patients with biochemically uncontrolled acromegaly. The OLE is evaluating the
efficacy and safety of longer-term treatment with paltusotine. Of 106 patients who completed the
RC phase, 103 (97.2%) continued into the OLE (paltusotine in RC, n=51; placebo in RC, n=52).
In addition, 11 patients who met eligibility criteria for the RC phase and were in the screening
process when target enrollment was reached were directly enrolled in the OLE. At this interim
analysis (data cutoff: September 1, 2024), 88 patients had efficacy data at Study Week 60 (OLE
Week 36; efficacy analysis). The safety analysis included all 114 enrolled patients. Compared
with OLE baseline, mean IGF-I was maintained in patients who received paltusotine in the RC



(Week 60 mean change, -0.01 xXULN; n=40) and decreased in patients who received placebo in
the RC (Week 26 mean change, -0.63 xULN; n=52; Week 60 mean change, -0.81 xULN; n=39)
and directly enrolled patients (Week 60 mean change, -0.75 xULN; n=9). Mean Acromegaly
Symptom Diary score was maintained in paltusotine RC patients (Week 60 mean change, 0.1;
n=39) and decreased in placebo RC patients (Week 60 mean change, -1.8; n=39) and directly
enrolled patients (Week 60 mean change, -1.1; n=8). As of this analysis, 13 patients (11.4%) had
discontinued from the OLE: 9 investigator decision, 2 due to AEs, 1 withdrawal by patient, and 1
requiring prohibited medication. Paltusotine was generally well tolerated. In conclusion, IGF-I
levels decreased rapidly in patients who had received placebo during the RC phase and patients
with elevated IGF-I who were directly enrolled into the OLE, and the previously observed
decrease was sustained in patients who continued on once-daily oral paltusotine. Paltusotine was
well tolerated during long-term treatment.
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