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The daily Acromegaly Symptom Diary (ASD)! was developed for use in
accordance with FDA guidance to allow measurement of both symptom
severity and day-to-day symptom variability in clinical trials

Paltusotine is an oral, once-daily somatostatin receptor 2-specific agonist with
high bioavailability in clinical development for treatment of acromegaly?®

PATHFNDR-1is a phase 3, multinational, randomized, double-blind, placebo-
controlled trial of 58 patients with IGF-I <1.0 X ULN while treated with depot
octreotide or lanreotide who were randomized to switch to daily paltusotine

* Post hoc symptom analyses included PATHFNDR-1 participants who had
adequate ASD data (at least 4 completed days during the screening period)
and did not require rescue with injected SRLs

— Symptom exacerbation was defined as a 22-point increase for any individual
symptom score, comparing a 2-day average to the previous 2-day average

= 2-point differences identified as clinically meaningful in a separate
gualitative patient interview study (data on file)

* In a previously reported online daily symptom survey study, outpatients

with mixed biochemical control while treated with injected SRLs
experienced symptom exacerbations 32.1% of days, on average
(2.2 X ;week)®

* In patients with normal IGF-| while treated with injected SRLs who

* Analysis of participants randomized to paltusotine in PATHFNDR-1 shows

continued and significant reduction in symptom exacerbations over the
treatment period

Overall Symptom Exacerbation Frequency in PATHFNDR-1

completed the daily ASD during the screening period of PF-1, symptom

Participants Switching From Injected SRLs to Paltusotine (n=22)

» Patients with acromegaly treated with
Injected SRLs experience frequent
symptom exacerbations, even when
biochemically controlled

* |n patients biochemically controlled with

or placebo* RESULTS exacerbations were experi y
perienced 30.2% of days, on average (2.1 X /week) 40 - - . . . . :
, S pe0000 Injected SRLs, switching to once-daily
AIMS Acromegaly Symptom Exacerbation Frequency in Patients . . .
Treated With Injected SRLs 3 | oral paltusotine was associated with
To compare the frequency of symptom exacerbations in a cohort of * In PATHENDR-1, IGF-1 <1.0x ULN (based on the mean of 2-3 measurements ) - “ I I
outpatients treated with injected depot SRLs (with varying degrees of during the screening period) was required for enrollment > 307 stable biochem !Ca | co ntrO!, Sta b le
biochemical control) to that in the biochemically controlled study « After randomi;atiqn, mean IGF-I levels were maintained .throughout the . n 35 1 9_ g Sym ptom Seveﬂty’ a nd a S|g N |f|Ca nt|y
population prior to enrollment in PATHFNDR-1 treatment period in participants randomized to paltusotine and rose within a @ 30 - ° = 25 A
To evaluate whether patients on injected depot SRLs would experience a 4 weeks in those taking placebo 5.9 § Q reduced freq uency of Ssym ptO m
reduction in the frequency of symptom exacerbations after switching to * Symptom severity scores favored paltusotine from Week 12 through the r= o 2 5 = § 20 - exacerbatiOnS
once-daily oral paltusotine while maintaining normal IGF-I levels remainder of the treatment period § § 50 4 .n;f.j
[} w 15 - . o
METHODS PATHFNDR-1: IGF-l and Symptom Severity ;8 15 - -‘g—g ¢ Pa |tUSOt| Nne treatment Was aSSOC|ated
Mean IGF-1 Level* 8E 104 @~ 104 with reductions in symptom
In PATHFNDR-1, participants completed the ASD on a daily basis beginning in 2 - —e—Paltusotine (n=30) —®-Placebo (n=28) 5 3 5 2 b . f . f | |
! m —
the screening period (during which they received their last SRL injection) and )3 S5 7 exacerpation req uencies 1or a
h h h ' I [ O -
throughoutthe randomnized controlled pe”Od 15 + + + +H Online survey PF-1screening 0 J Sym ptOmS assessed

PATHFNDR-1 Study Design

Mean (+SE) IGF-I (x ULN)

(n=31)

(subsequently randomized

Screening

Paltusotine 0-3 mo Paltusotine 3-6 mo Paltusotine 6-9 mo

to paltusotine, Nn=22)

Online survey cohort had mixed biochemical control; PF-1screening cohort had normal IGF-I.
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« Severity of each symptom rated for the previous 24 hours on a scale from

O (no symptom) to 10 (worst symptom)

Study Week

*Last observation carried forward (LOCF) for patients who received rescue medication or discontinued from the study.
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