PK7-05
Paltusotine in the Treatment of Surgically Naive Patients
With Acromegaly: Post Hoc Analysis From Three Clinical Trials

Manoel Ricardo Alves Martins, MD, PhD'": Cesar L. Boguszewski, MD, PhD4 Roman Junik, MD, PhD?;
Pouneh K. Fazeli, MD, MPH#, Christian J. Strasburger, MD~>; Martin Bidlingmaier, MD®, Ménica R. Gadelha, MD, PhD’;
Beverly M.K. Biller, MD8; Beibeil Hu, MS?; Alessandra Casagrande, MD, PhD?; Lise Kjems, MD, PhD?

BACKGROUND CONCLUSIONS

» Surgical resection of the causative pituitary tumor is the recommended first-line treatment

for acromegaly' but fails to achieve remission in ~50% of patients? * In this limited sam pIe of su rgica | Iy nalve

« Some patients are not surgical candidates or refuse surgery, or surgery may be delayed' patlents, 3 ItUSOIEI ng treatment I’eSU ited In
» Paltusotine (PALSONIFY™) Is a nonpeptide selective somatostatin 2 receptor agonist IGF-I responses simi lar to those In the
approved by the US Food and Drug Administration as a once-daily oral treatment for adults overall study population (Including patients

with acromegaly who had an inadequate response to surgery and/or for whom surgery is
not an option>#

WIth prior surgery)

AIM » Paltusotine was well tolerated in surgically

- To evaluate the effects of paltusotine in patients with acromegaly without a prior history of nalve patients
pituitary surgery

» Future studies with larger sample sizes are

METHODS required to confirm these initial findings

* Post hoc analysis of 20 surgically naive patients

Surgically Naive Patients From Three Clinical Trials

PATHFNDR-I PATHFNDR-2 ACROBAT Advance
Study design Randomized, placebo-controlled trial (phase 3) Randomized, placebo-controlled trial (phase 3) Single-arm, open-label extension study (phase 2, ongoing)
. : Biochemically controlled (IGF-1 <1.0x ULN) Biochemically uncontrolled, no acromegaly Biochemically controlled or uncontrolled on injected

Patient population D L . . : L

on injected depot SRL medications at randomization depot SRL = adjunctive medication
Treatment Switched (randomly assigned) to Randomly assigned to Paltusotine (switched from SRL-based

paltusotine or placebo paltusotine or placebo regimen in parent study)
Treatment duration 36 weeks 24 weeks Up to 3 years (this analysis)
Concomitant acromegaly medications None None Add-on treatment with cabergoline or pegvisomant permitted
IGF-1 = insulin-like growth factor 1; SRL = somatostatin receptor ligand; ULN = upper limit of normal.

RESULTS

Patient Characteristics and Study Treatment ACROBAT Advance: Mean IGF-I Level During Open-Label Treatment

With Paltusotine

(n=8) (n=6) (n=6) Parent ACROBAT Advance
Study Surgically Naive Patients
Age, years, mean (SD) 56.3 (13.1) 57.7 (11.9) 65.5 (4.4)

PATHFNDR-I PATHFNDR-2 ACROBAT Advance

35 {LA-SRL Wash-
out
Female, n (%) 5 (62.5) 3 (50.0) 4 (66.7) | Mean IGF-I + SE
3.0 1
Paltusotine, n 4 ] 6
Placebo, n 4 5 —
2.5 1
Baseline IGF-I, x ULN* _
Paltusotine 0.82 (0.19) 115 (NE) 1.09 (0.60-1.79) g S0
Placebo 0.91 (0.09) 2.18 (0.62) — x
H 15 1
Paltusotine dose, n (%) o -
40 mg/day 2 (50.0) 0 (0) 3 (50.0)
60 mg/day 2 (50.0) 1 (100) 3 (50.0) 10
*Mean (SD) for PATHFNDR-1 and PATHFNDR-2; median (range) at parent study baseline for ACROBAT Advance. IGF-I = insulin-like growth factor 1, NE = not evaluable; ULN = upper limit of normal.
0.5 1
PATHFNDR-1: IGF-I Level at PATHFNDR-2: IGF-I Level at o .
Baseline and EOT* for Each Patient Baseline and EOT* for Each Patient
Week — 3 7 nm 15 — 23 31 39 4’7 — 5l 64 — 77 — 90— 103 — N8 H 129 (+ 142 |4 155 ——
Se Biochemically Controlled . Biochemically Uncontrolled N 6 6 ¢ > ° ° ° ° ° ° ° ° ° ° © ° > > >
= : Patients SWitChed From ] ; patients Not ReceiVing LA-SRL parent study baseline; washout is the end of 4-week paltusotine washout period at the end of the parent study. During ACROBAT Advance, 3 of 6 patients received
‘ Paltusotine H ‘ Paltusotine H adjunc I\)/e era 3vi ca eI oline and 1 received caber oI?we+ egvisoman i i Y 7 , ?
Placebo InJeCted Dep°t SRL Placebo Medlcal Therapy I((JjII:—I =InsuIiIr11—IikagroI/\I/Ith fI;ctgr I; LA—SF?LI= Iong—aolting sngIatosteI]?cir?receptortIigand; ULN = upper limit of normal.
B Placebo rescued B Placebo rescued
SAFETY
2.0 A 4 -

* 1 paltusotine-treated patient discontinued study participation
(ACROBAT Advance) due to inability to fulfill study requirements
and procedures

.\_ » 3 paltusotine-treated patients (ACROBAT Advance) experienced serious
adverse events (osteoarthritis, worsening coronary artery disease, renal

oncocytoma) that were considered not related to study medication

IGF-1 (x ULN)
o
(6N

IGF-1 (x ULN)

N
1

-I.O T S = . . . . . .
: « Radiology assessments showed tumor size stability in paltusotine-
. —e treated patients

0.5 - 1 A REFERENCES
1. Fleseriu M, et al. Lancet Diabetes Endocrinol. 2022;10(11):804-826. 2. Starnoni D, et al. Acta Neurochir.
2016;158(11):2109-2121. 3. Zhao J, et al. ACS Med Chem Lett. 2023;14(1).:66-74. 4. PALSONIFY™ (paltusotine)

tablets, for oral use. Package insert. Crinetics Pharmaceuticals, Inc.; 2025.

ACKNOWLEDGMENTS
o) The authors thank the site investigators, study coordinators/nurses, clinical staff, and patients who
I I I I I I I I I I I I I I I I I I I I
sl 4 a 5 16 20 24 28 3> 36 al o 4 6 g > 16 50 2 94 participated in these studies.

0.0

Study Week Study Week

*EOT (end of treatment) defined as Week 36 if no rescue medication administered or last assessment *EOT (end of treatment) defined as Week 24 if no rescue medication administered or last assessment For a uthor afﬁliations, add itionaI acknowIedg ments,
prior to rescue. prior to rescue.

o2 ofrAn|
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