Early US Real-World Treatment Patterns and Outcomes in

Palopegteriparatide Treatment for Patients with Hypoparathyroidism

Premise'

Due to Natpara [rhPTH (1-84)] discontinuation and a lack of other approved treatment options for hypoparathyroidism,
an Early Access Program (EAP) was enacted in January of 2023 for palopegteriparatide in the US.2"

Short-lived PTH therapies Palopegteriparatide (TransCon® PTH)

e rhPTH (1-84), approved as an adjunct to calcium and
vitamin D to control hypocalcemia in patients with
hypoparathyroidism, was recalled in the US in 2019

» Palopegteriparatide is a prodrug of PTH (1-34),
subcutaneously once daily, designed to provide active
PTH within the physiological range for 24 hours/day'%!

(world-wide discontinuation at end of 2024)2

e Teriparatide [rhPTH (1-34)] and abaloparatide are
approved for people with severe osteoporosis at high
fracture risk, with reports of off-label use for
hypoparathyroidism3-2

e Phase 3 PaTHway demonstrated independence from
conventional therapy and improved HRQolL, skeletal
dynamics, and renal function in hypoparathyroidism'2

The EAP enrolled patients directly switching from short-lived PTH therapy to palopegteriparatide’

Design’ Cohorts’

Total patient population

Expanded Access Program . .
(N=123 in analysis)

Starting dose 18 pg/day palopegteriparatide,
co-administered with conventional therapy and

titrated according to a protocol-specified
algorithm

Non-direct switch®

Direct switch from (n=61, 49.6%)

short-lived PTH therapy®
(n=62, 50.4%)

Assessments (analysis up to 12 months)

¢ Independence from conventional therapy (no
calcitriol and <600 mg/day of elemental calcium

e Serum calcium

e TEAEs

e PTH (1-84): n=354
e PTH (1-34): n=26¢
e Abaloparatide: n=1

Prior PTH No Prior
exposure PTH therapy
(n=55) (n=6)

Key enrollment criteria (Mar 2023-Oct 2024, N=135)

¢ Inclusion: age 218 years, diagnosis of
hypoparathyroidism, prior PTH treatment (with
exemption), serum albumin-adjusted calcium 7.8
mg/dL, 25(0OH) vitamin D in local reference range

¢ Exclusion: pseudohypoparathyroidism or severe
renal impairment (eGFR < 30 mL/min/1.73m?2)

bDirect switch: stopped short-lived PTH therapy < 1 day prior to
palopegteriparatide initiation, including overlapping therapy
°Non-direct switch: (1) stopped short-lived PTH therapy = 2 days prior
to palopegteriparatide initiation, or (2) no prior PTH exposure

dIncludes 2 infusion pump patients
¢Includes 4 infusion pump patients

» Previous use of short-lived PTH therapy was reported for
95.1% (117/123) of patients

* Intermittent rhPTH (1-84) was the most reported prior
short-lived PTH therapy used in 69.1% (85/123) of patients

Sites: 60 locations across the United States

aPalopegteriparatide received US regulatory approval in August of 2024 for treatment of hypoparathyroidism in adults.'?

Abbreviations: 25(0H) vitamin D, calcifediol; eGFR, estimated glomerular filtration rate; HRQoL, health-related quality of life;
PTH, parathyroid hormone; PTHrP, PTH-related protein; rhPTH, recombinant human PTH; TEAEs, treatment emergent adverse events
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Conventional therapy Palopegteriparatide exposure
Decreased after palopegteriparatide initiation
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occurring in the first 90 days
e Most TEAEs were Grade 1 or 2 (mild to moderate)
Independence from conventional therapy®: e Grade 3 (severe) TEAEs reported in 7.3% of patients
Month 3: 75.0% (36/48); Month 12: 66.7% (4/6) * No Grade 4 (life-threatening) or 5 (fatal) events reported
¢ 2.4% of patients discontinued therapy due AEs®

Safety and effectiveness summary Palopegteriparatide initiation summary

¢ Conventional therapy use was successfully reduced while ¢ Analysis suggests that initiation and subsequent dose
maintaining normocalcemia in the real-world setting titration of palopegteriparatide can be successfully

¢ No new safety signals were identified with up to 12 months conducted following the standard titration algorithm
of palopegteriparatide treatment regardless of prior treatments

Real-world analysis of palopegteriparatide provides insights into outcomes associated with different treatment transition practices

and reaffirms its efficacy and safety profile consistent with the pivotal phase 3 PaTHway trial

aTaking no calcitriol. PTaking < 600 mg/day elemental calcium. °Taking no calcitriol and <600 mg/day elemental calcium.

dOf direct switch patients with available data, 51.8% (29/56) were taking calcitriol and/or therapeutic doses of calcium at baseline. ascend i S '

eagitation (n=1), anaphylactic reaction (n=1), bone pain (n=1)

Abbreviations: IQR, interquartile range (Q1, first quartile; Q3, third quartile); PTH, parathyroid hormone;
SD, standard deviation; TEAEs, treatment emergent adverse events

Reference: Graham T, et al. Endocr Pract. 2025.10.1016/j.eprac.2025.08.008
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