
HPES-Symptom

Figure 5. HPES Symptom and Impact Domain Scores

aData from the subpopulation of PaTHway trial participants with postsurgical hypoparathyroidism only (n = 70). bThe p-values are from ANCOVA model with 
unequal variance testing the difference in change from baseline at week 26 between TransCon PTH and placebo, with etiology of hypoparathyroidism as fixed 
effects and baseline HPES domain scores as covariates.
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BACKGROUND

METHODS

RESULTS
• Hypoparathyroidism is a rare endocrine disease caused by inadequate levels of parathyroid hormone (PTH)
• Anterior neck surgery resulting in resection of or iatrogenic injury to the parathyroid glands accounts for ~75% of cases

of hypoparathyroidism1

• An intact PTH axis maintains normal calcium and phosphate homeostasis2,3

– PTH acts directly on bone and kidney, and indirectly, the intestine via endogenous calcitriol produced in the kidney2,4

– PTH promotes normal nerve and muscle function5

• Conventional therapy for hypoparathyroidism (active vitamin D [eg, calcitriol, alfacalcidol] and elemental calcium) does not restore
normal PTH physiology but aims to alleviate hypocalcemic symptoms

• Ideal PTH therapy for hypoparathyroidism should provide PTH levels within the physiological range and restore downstream calcitriol,
promoting independence from conventional therapy and normalizing:
– Serum and urine biochemistries
– Skeletal health
– Quality of life

• Prespecified sub-analysis of participants with postsurgical hypoparathyroidism from the PaTHway trial of TransCon PTH
• PaTHway is a phase 3 trial with a 26-week randomized, double-blind, placebo-controlled period and ongoing 156-week open-label

extension designed to evaluate the efficacy, safety, and tolerability of TransCon PTH in adults with hypoparathyroidism (Figure 2)
– Adults (≥ 18 years) with chronic hypoparathyroidism of at least 6 months duration and reliant on calcitriol ≥ 0.5 µg/day or

alfacalcidol ≥ 1.0 µg/day and therapeutic elemental calcium ≥ 800 mg/day for at least 12 weeks prior to screening​ were eligible for
inclusion in the trial

– A total of 106 participants were screened and 84 were randomized 3:1 to treatment with TransCon PTH (n = 63) or placebo (n = 21),
both co-administered with conventional therapy; 82 participants received at least 1 dose of study drug (n = 61 TransCon PTH,
n = 21 placebo)

• The multicomponent primary efficacy endpoint was defined as normocalcemia (8.3–10.6 mg/dL), independence from conventional
therapy (no active vitamin D and ≤ 600 mg/day calcium), and no dose change within the 4 weeks prior to week 26

• Key secondary endpoints included components of the Hypoparathyroidism Patient Experience Scale (HPES) and
36-Item Short Form Survey (SF-36, version 2)
– The HPES is a psychometrically validated, disease-specific measure designed to assess the symptoms and impacts associated

with hypoparathyroidism; higher HPES scores indicate greater symptom frequency or impact.7 Decreases in HPES scores indicate
improvement

– The SF-36 is a 36-item health questionnaire that assesses 8 dimensions of health; higher scores indicate a lower burden of disease.8

Increases in SF-36 scores indicate improvement

MULTICOMPONENT PRIMARY EFFICACY ENDPOINT
• At week 26, 81% (42/52) of participants with postsurgical hypoparathyroidism treated

with TransCon PTH met the multicomponent primary efficacy endpoint compared with
6% (1/18) who received placebo (Table 2)
– By week 26, 94% (49/52) of participants treated with TransCon PTH and 6% (1/18)

who received placebo achieved independence from conventional therapy (no
active vitamin D and ≤ 600 mg/day calcium)

– Albumin-adjusted serum calcium was within the normal range for 81% (42/52) of
participants treated with TransCon PTH and 50% (9/18) who received placebo at
week 26

– Mean serum calcium levels were maintained within the normal range for
participants receiving TransCon PTH at all study visits (Figure 4)

KEY SECONDARY ENDPOINTS
• At week 26, 81% (42/52) of participants with postsurgical Participants with postsurgical

hypoparathyroidism who received TransCon PTH demonstrated significant improvement
compared to those on placebo in disease-related symptoms and the impact of
hypoparathyroidism on physical functioning and daily life (all P < 0.01) (Figure 5)

• Health-related quality of life, as measured by the SF-36 physical functioning subscale
score, improved significantly with TransCon PTH therapy compared to placebo in
participants with postsurgical hypoparathyroidism (P = 0.0063) (Figure 6)

Figure 1. TransCon® PTH (palopegteriparatide) Design 
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short form survey; TDD = total daily dose; TEAE = treatment-emergent adverse event; TransCon = transient conjugation; ULN = upper limit of normal; WHO = World Health Organization
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TransCon PTH (palopegteriparatide) is 
an investigational prodrug of PTH (1-34), 
administered subcutaneously once daily, with 
sustained release of active PTH that provides 
PTH levels in the physiological range for 24 
hours/day in adults with hypoparathyroidism6

Figure 2. TransCon PTH Phase 3 PaTHway Trial Design (NCT04701203)

aNo increase in prescribed study drug within 4 weeks prior to week 26 visit. bTaking ≤ 600 mg/day elemental calcium and use of any PRN doses ≤ 7 days within 4 weeks prior to week 26. cNot taking active vitamin D and use of any PRN 
doses ≤ 7 days within 4 weeks prior to the week 26 visit.

Key Safety and Tolerability 
Endpoints 

• 24-hour urine calcium excretion

• Incidence of TEAEs, SAEs, and
treatment-related TEAEs 

Key Safety and Tolerability Endpoints 

• HPES-Symptom physical and
cognitive domain scores

• HPES-Impact physical functioning
and daily life domain scores

• SF-36 physical functioning
subscale score

Key Primary Endpoint

Proportion of participants with:a

• Serum calcium in the normal range (8.3–10.6 mg/dL); and
• Independence from therapeutic doses of calcium;b and
• Independence from active vitamin Dc

Week 26 Week 182

TransCon PTH 
(titrated to optimal dose)

Co-administered with 
conventional therapy

Screening 
~4 weeks

Open-Label Extension

TransCon PTH 18 µg/day, titrated based on algorithm

Placebo, titrated based on algorithm
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CONCLUSIONS

Table 2. Participants With Postsurgical Hypoparathyroidism Who 
Met the Multicomponent Primary Endpoint at Week 26

aThe P value is calculated from Cochran-Mantel-Haenszel test for response rates between TransCon PTH and placebo, controlling for the etiology of 
hypoparathyroidism. bThe normal range for albumin-adjusted serum calcium is 8.3-10.6 mg/dL. cNot taking active vitamin D and use of any PRN doses ≤ 7 days 
within 4 weeks prior to the week 26 visit. dTaking ≤ 600 mg/day elemental calcium and use of any PRN doses ≤ 7 days within 4 weeks prior to week 26. eWithin 
4 weeks prior to the week 26 visit.

Participants With Postsurgical 
Hypoparathyroidism

TransCon PTH 
(n = 52)

Placebo 
(n = 18)

Number of participants meeting the primary endpoint 
criteria at week 26 (responders) 42  1

Proportion, % (95% CI) 81 (68, 90) 6 (0, 27)

P value (TransCon PTH vs Placebo)a < 0.0001

Number of participants meeting each component, n (%)

Albumin-adjusted serum calcium within 
the normal rangeb 42 (81) 9 (50)

Independence from active vitamin Dc 51 (98) 5 (28)

Independence from therapeutic doses of calciumd 49 (94) 1 (6)

No increase in prescribed study druge 50 (96) 10 (56)

Table 3. Summary of TEAEs Through Week 26

aIn the severity categories, participants are displayed for the highest severity only. TEAEs occurring prior to the first dose of open-label treatment are included. 
AE severity is assessed by WHO toxicity grading scale. bOne participant had a TEAE (fatal cardiac arrest assessed as unrelated to study drug) leading to 
discontinuation of the study drug and death.

Participants With Postsurgical 
Hypoparathyroidism

TEAE, n (%) TransCon PTH 
(n = 52)

Placebo 
(n = 18)

Any TEAE 42 (80.8) 18 (100.0)

Serious TEAE 4 (7.7) 2 (11.1)

Severitya

Grade 1 21 (40.4) 11 (61.1)
Grade 2 19 (36.5) 6 (33.3)
Grade 3 1 (1.9) 1 (5.6)
Grade 4 1 (1.9) 0

Related TEAE 25 (48.1) 7 (38.9)

Serious related TEAE 1 (1.9) 0

TEAE related to hypercalcemia or hypocalcemia leading to ER/urgent care visit and/or hospitalization 2 (3.8) 1 (5.6)

TEAE leading to discontinuation of study drugb 1 (1.9) 1 (5.6)

TEAE leading to deathb 1 (1.9) 0

Related TEAEs in ≥ 2% of all participants by preferred term, n (%)

Injection site reaction 16 (30.8) 0
Headache 6 (11.5) 0
Nausea 4 (7.7) 1 (5.6)
Hypercalcemia 4 (7.7) 0
Hypocalcemia 0 3 (16.7)
Injection site bruising 2 (3.8) 1 (5.6)
Abdominal discomfort 2 (3.8) 0
Constipation 2 (3.8) 0
Photosensitivity reaction 2 (3.8) 0

aData from the subpopulation of PaTHway trial participants with postsurgical hypoparathyroidism only (n = 70).

Figure 4. Albumin-Adjusted Serum Calcium Levels
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BASELINE DEMOGRAPHICS AND CLINICAL CHARACTERISTICS
• Of the 82 participants who received study drug during the blinded period, 70 (52

TransCon PTH, 18 placebo) had postsurgical hypoparathyroidism and were included in
the sub-analysis population (Figure 3)

• At baseline, participants with postsurgical hypoparathyroidism had a mean age of 51
years, 86% (60/70) were female, and 93% (65/70) were White (Table 1)

Table 1. Baseline Demographics and Clinical Characteristics of 
Participants With Postsurgical Hypoparathyroidism

Baseline  
Characteristics

Participants 
With Postsurgical 

Hypoparathyroidism
(n = 70)

Duration of hypoparathyroidism (years)

   Mean (SD) 10.6 (9.9)

   Median (min,max) 7.0 (1,56)

Conventional therapy, median TDD

Calcium (mg/day) 1763

Calcitriol (µg/day)a 0.75

Alfacalcidol (µg/day)b 2.0

Baseline  
Characteristics

Participants 
With Postsurgical 

Hypoparathyroidism
(n = 70)

Age (years), mean (SD) 51 (12)

Sex, % female 86

Race, % White 93

Geographic region, %

   North America 60

   Europe 40

Figure 7. 24-Hour Urine Calcium Excretion

aData from the subpopulation of PaTHway trial participants with postsurgical hypoparathyroidism only (n = 70). 
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Figure 6. SF-36 Physical Functioning Subscale Scores 

aData from the subpopulation of PaTHway trial participants with postsurgical hypoparathyroidism only (n = 70). bThe dashed lines (---) indicate the upper (53) and 
lower (47) bounds of T scores considered to be in the range of average functioning for the U.S. general population of group-level data; the MID threshold for 
between-group comparisons of physical functioning is 3.0 points.8 cThe P value is from the ANCOVA model with unequal variance testing the difference in 
change from baseline at week 26 between TransCon PTH and placebo, with etiology of hypoparathyroidism as fixed effects and baseline SF-36 subscale score 
as a covariate. 
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Figure 3. Hypoparathyroidism Etiology in the PaTHway Trial
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SAFETY AND TOLERABILITY
• Participants with postsurgical hypoparathyroidism treated with TransCon PTH showed

a normalization and greater reduction in urine calcium excretion than those on placebo
from baseline to week 26 (Figure 7)

• Most treatment-emergent adverse events (TEAEs) were mild or moderate in severity
and no treatment-related TEAEs led to discontinuation of treatment or the trial (Table 3)

an = 59 (84%) participants used calcitriol at baseline. bn = 11 (16%) participants used alfacalcidol at baseline.

TransCon PTH
Placebo

TransCon PTH
Placebo

81% of participants with postsurgical hypoparathyroidism treated with  
TransCon PTH achieved independence from conventional therapy while  

maintaining normocalcemia vs 6% treated with placebo in this prespecified 
sub-analysis of the pivotal PaTHway phase 3 trial

• Across multiple evaluated parameters in participants with postsurgical
hypoparathyroidism, TransCon PTH therapy enabled:
– Independence from conventional therapy (no active vitamin D and ≤ 600 mg/day

calcium)
– Improvement of hypoparathyroidism-specific symptoms and their impact on daily

life and physical functioning as measured by the HPES and SF-36
– Normalization of mean 24-hour urine calcium excretion

• Most TEAEs were mild or moderate, and no participants discontinued study treatment
or the trial due to a treatment-related TEAE

• These findings are comparable to those of the overall PaTHway trial population (N = 82)
demonstrating consistency in improved outcomes with TransCon PTH compared to
conventional therapy across etiologies of hypoparathyroidism

TransCon PTH Enables Independence From Conventional Therapy While Maintaining 
Normal Serum Calcium in Adults With Chronic Postsurgical Hypoparathyroidism: 
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