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BACKGROUND METHODS CONCLUSIONS

« Paltusotine is a once-daily, oral, selectively targeted * Enrolled patients had IGF-I <1 X ULN on a stable (212 weeks) , ,
somatostatin receptor type 2 agonist in dose of octreotide or lanreotide * Once-dal |y oral Pa ltusotine was
development for the treatment of acromegaly and - Patients randomized 11 to paltusotine 40 mg/day or placebo effective for maintaining biochemical
carcinoid syndrome for 36 weeks J . ol | ey

* PATHFENDR-T (NCT04837040) evaluated the — During the first 24 weeks, paltusotine dose titrated an _ =yIMptom contro !ﬂ Patients .
efficacy and safety of paltusotine in patients with (range, 20-60 mg) based on IGF-I levels and tolerance switched from octreotide or lanreotide
acromegaly who had achieved biochemical control * IGF-I and GH measured centrally using iSYS immunoassays

with octreotide or lanreotide injections and were

A | . T with A v Surmot * Paltusotine was well tolerated, with no
switched to oral paltusotine cromegaly symptoms assesseqa Wi cromegaly symptom

Diary (higher scores greater symptom burden)' severe or serious adverse events
* Tumor volume measured by MRI scans, read centrally

Study Design Patient Characteristics
i Screenin . Randomized Control Phase OLE Paltusotine Placebo
; ) g : ( q . . Parameters (n=30) (n=28)
1 . | Up to 12 w | 36 W 96 WK + 4 wk EoS
Bp.at:]ents'” ! (Up ) : , ( ) , Age, years, mean (SD) 559 (14.6) 539 (12.9)
iochemically - . -
controlled on : Paltusotine ! Female sex, n (%) 15 (50.0) 17 (60.7)
octreotide or i ! Paltusotine i Duration of acromegaly (since diagnosis), n (%)
lanreotide ! Placebo | <10 years 5(16.7) 15 (53.6)
: Mearl‘ ij'g 'SE,\'I i - >10 to <20 years 19(633)  11(393)
| ~ampiles =1.Ux | EoR EoS >20 years 6 (20.0) 2 (7.)
i i | | Y . Previous pituitary surgery 26 (86.7) 24 (85.7)
WEEK 12 D1 24 34 36 : Prior injected somatostatin receptor ligand, n (%)*
: Octreotide 18 (60.0) 16 (57.1)
T ® »T T .| | Lanreotide 12 (40.0) 12 (42.9)
First dose of study medication TITRATION PERIOD v Baseline IGF-I, xULN, mean (SD) 0.83 (0.14) 0.82(0.16)
when next dose of octreotide Paltusotine/placebo, PRIMARY ENDPOINT Screening GH, ng/mL, mean (SD)t 0.92 (1.02) 0.89 (0.83)
or lanreotide due ST 2 4.0 mg, up—titrate = Proportion of patients with IGF-I <1.0xULN "Randomization stratified by prior medication.
60 mg if IGF-1 >0.9xULN (based on mean of Weeks 34 and 36) tMean of 5 samples; screening value served as baseline.

EoR = end of the randomized control phase; EoS = end of study; OLE = open-label extension; R = randomization.

1 patient in the placebo group discontinued the study due to

RESULTS “patient decision”

Primary Endpoint Met

Primary endpoint: Paltusotinet Placebot Rescue criteria: Patients with

Patients with IGF <1.0 X ULN" 2 consecutive IGF-I levels
=21.3 X ULN at highest dose of

100 _ 4.0 - 4.0- study medication (60 mg/day)
83.3% | @ Rescued " | ® Rescued and exacerbation of
90 | (25 of 30) | | acromegaly symptoms as
3.5 3.5
30 ' assessed by the investigator.
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Paltusotine (n=30) Placebo (n=28) Study Week Study Week

*Based on mean of 2 measurements (Weeks 34 and 36) in the randomized treatment period. Patients considered to have failed to meet the primary outcome if IGF-1 >1.0 X ULN based on the mean of the last 2 measurements, IGF-I missing at both Weeks 34 and 36, treatment discontinued (for any reason) prior to EOR, other acromegaly
treatment administered, or uptitration in dose after Week 24. 12 of 30 patients received rescue medication (1 per protocol and 1 who discontinued study treatment due to adverse events). 117 of 28 patients received rescue medication (per protocol).

All Secondary Endpoints Met

IGF-I level: change at EOT" Patients with baseline GH <1.0 ng/mL ASD total score: change at EOT" ASD item scores: change at EOT" P=0.006
who had GH <1.0 ng/mL at Week 34 1.8
P=0.04 1.30
m Paltusotine (n=30)
400 - Change from baseline 100 - 87.0% 7 o 14 - 1.06 Placebo (n=28) 0.92 -‘-
A = -1582 ng/mL (20 of 23) 4.6 = -‘_ '
(95% Cl: -213.0, ~103.4) 329.2 207 o 6 @ 10 -‘-
350 + P<0.0001t = Q ' 0.54
80 - ] 5
) ; = 0.36 0.29 -‘_
?EI 70 - OR=16.61 8 4] A=-52 2 06 - : 0.08
£ <0 — (95% Cl: 2.86, 181.36) £ (95% ClI: w -‘- - 0.08
3 & 60+ P=0.0003 o 34 -95-08) o 0.03 -‘- ;
N (7)) Y c 0.2 -
L 550 m Paltusotine (n=30) 5 g o : ﬁ | | | | | |
O 3 = Placebo (n=28) = 0 c
O B 40 27.8% g 1 & -02 -
a (5 of 18) = 0
200 30 - c O £ -0.06 -0.03 -0.03
11617 173.8 5 w06 -
L 163.3 3 204 £ -0.31 -0.34
; )
150 L= 104 -4 24 1.0 -
. EOT 0. 7 | -0.6 Headache Jointpain Sweating Fatigue Leg Swelling Numbness/
Baseline Paltusotine (n=23) Placebo (n=18) Paltusotine (n=30) Placebo (n=28) weakness Tingling

*EOT (end of treatment) defined as Week 36 if no rescue medication administered, or last assessment prior to rescue. tSimilar findings for secondary endpoint measured in XULN. A = treatment difference; ASD = Acromegaly Symptom Diary. Error bars represent SE.

Safety
IR S Paltusoti B  Incidence of adverse events considered related to acromegaly
altusotine acepo altusotine acebo . 0 .
P A —— (n=30) (n=28) Adverse Events, n (%)* (n=30) (n=28) was notably Ig)wer for paltusotine (30.0%) compared with
placebo (85.7%)
Any adverse event 24 (80.0) 28 (100) Commo acromegaly symptoms * There were no clinically significant changes in pituitary
Severe adverse event O 3(10.7) Arthralgia 8 (26.7) 16 (57.1) tuMmor size
Serious adverse event O 1(3.6)7 Headache 6 (20.0) 10/(35.7) - No safety signals were observed in vital signs, electrocardiograms,
Common somatostatin receptor ligand side effectst Peripheral swelling 2 (6.7) 10 (35.7) or laboratory test results during treatment with paltusotine
Diarrhea 7 (23.3) 4 (14.3) Fatigue 2 (6.7) 5(17.9)
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*Adverse events that emerged or worsened during study treatment; including events with onset after rescue medication was administered. Adverse events were coded using MedDRA version 24.0. TAcute cholecystitis, judged by
study investigator as not treatment related. ¥Adverse events occurring in >10% of patients in either treatment group.
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