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BACKGROUND RESULTS

* Hypoparathyroidism is a rare endocrine disease caused by inadequate levels of parathyroid hormone (PTH) BASELINE DEMOGRAPHICS AND CLINICAL CHARACTERISTICS Figure 4. Albumin-Adjusted Serum Calcium Levels Figure 7. 24-Hour Urine Calcium Excretion
* Anterior neck surgery resulting in resection of or iatrogenic injury to the parathyroid glands accounts for ~75% of cases e Of the 82 participants who received study drug during the blinded period, 70 (52
of hypoparathyroidism’ TransCon PTH, 18 placebo) had postsurgical hypoparathyroidism and were included in A
- . - . - - - - - ® TransCon PTH = - ransCon
e An intact PTH axis maintains normal calcium and phosphate homeostasis®*? the sub-analysis population (Figure 3) - B Placebo . jgg ® Placebo
: i i i i i i . i : - P - - JE IS, 11.0 7 &
— PTH acts directly on bone and kidney, and indirectly, the intestine via endogenous calcitriol produced in the kidney?* * At baseline, participants with postsurgical hypoparathyroidism had a mean age of 51 E £_ 30
] 0 0 I S Normal range 8.3-10.6 mg/dL s w300
_ PTH promotes normal nerve and muscle function® years, 86% (60/70) were female, and 93% (65/70) were White (Table 1) E - S 4 250 ---ULN
: - : : : i : : T = o O < 250 mg/24h
e Conventional therapy for hypoparathyroidism (active vitamin D [eg, calcitriol, alfacalcidol] and elemental calcium) does not restore Fi 3 H th i Etiol i the PaTH Trial <5 £ fgg SANMEA]
. . . . c D B
normal PTH physiology but aims to alleviate hypocalcemic symptoms igure 5. Aypoparatnyroiaism ctiology In the ralinway iria £ o0d > 100
. : . : : L <= T
e |deal PTH therapy for hypoparathyroidism should provide PTH levels within the physiological range and restore downstream calcitriol, = 3 58
promoting independence from conventional therapy and normalizing: 4o 9%ﬂ 1% :Zoitgurgicm 2 8.0 0 Baseline Week 12 Week 26 Baseline Week 12 Week 26
. - . . utoimmune
— Serum and urine biochemistries ) ’ ® Genetic =
1% Idiopathic % 7.0 I ! ! . . . . | | °Data from the subpopulation of PaTHway trial participants with postsurgical hypoparathyroidism only (n = 70).
— Skeletal health ® Other 0 2 4 6 8 10 12 16 20 26
— Quality of life Weeks
Y Table 3. Summary of TEAEs Through Week 26
® °Data from the subpopulation of PaTHway trial participants with postsurgical hypoparathyroidism only (n = 70).
KEY SECONDARY ENDPOINTS Hypoparathyroidism
TransCon TransCon e At week 26, 81% (42/52) of participants with postsu rgical Participants with postsu rgical TEAE, n (%) TransCon PTH Placebo
carrier linker N hypoparathyroidism who received TransCon PTH demonstrated significant improvement (n =52} (n =18)
2 M _ _ _ . : _ : Any TEAE 42 (80.8) 18 (100.0)
. TransCon PTH (palopegteriparatide) is compared to th_o_se on placeb_o N dlsegse_re ated syl_ﬂpt_oms and the |mp§ct of _
= : - . . oo L hypoparathyroidism on physical functioning and daily life (all P< 0.01) (Figure 5) Serious TEAE 4 (77) 2 (11.1)
Receptor an investigational prodrug of PTH {1-34), Table 1. Baseline Demographics and Clinical Characteristics of . . - - Severity”
administered subcutaneously once daily, with .. . ' o e Health-related quality of life, as measured by the SF-36 physical functioning subscale
o sustained release of active PTH that provides Part|0|pants With Postsurglcal HypoparatherIdlsm score, improved significantly with TransCon PTH therapy compared to placebo in g:gjg; f; ggg; 2(;6;';))
ena _ _ _ .. i : - . : :
- clearance PTH levels in the physiological range for 24 - - participants with postsurgical hypoparathyroidism (P = 0.0063) (Figure 6) Grade 3 1(1.9) 1(5.6)
TR0 & hours/day in adults with hypoparathyroidism® W P:";'C'Pa“ts I Participants Grade 4 1(1.9) 0
PTH Linker cleavage ith Postsurgica With Postsurgical - - Related TEAE 25 (48.1) 7 (38.9)
. . d h = I . ] ] ] ] | . .
(nactive) ander physologic Baceline Hypoparathyroidism | Baseline Hypoparathyroidism Figure 5. HPES Symptom and Impact Domain Scores s 1019 0
Characteristics (n = 70) Characteristics (n = 70) TEAE related to hypercalcemia or hypocalcemia leading to ER/urgent care visit and/or hospitalization 2 (3.8) 1 (5.6)
Age (years), mean (SD) 51 (12) Duration of hypoparathyroidism (years) : :Z?ng T TEAE Ieading w0 disco:tinuation S e 9 L5
HPES-Symptom TEAE leading to death 1(1.9) 0
M ET H 0 D S Sex, % female 36 Mean (SD) 10.6 (9.9) 50 - Physical Domain 50 - Cognitive Domain Related TEAEs in > 2% of all participants by preferred term, n (%)
Median (min,max) 7.0 (1,56) J —— Injection site reaction 16 (30.8) 0
Race, % White 93 . I J— S o —5— ‘+ a0 ® :eada"he i((171'75)) 1 (g 6
. - - onventional therapy, median B H 1 ausea : :
Figure 2. TransCon PTH Phase 3 PaTHway Trial Design (NCT04701203) o 2 5 ey Hypercalcemia 4(77) 0
Geographic region, % Calcium (mg/day) 1763 T = 20 Hypocalcemia 0 3(16.7)
_ o 10 7 10 - Injection site bruising 2 (3.8) 1 (5.6)
North America 60 Calcitriol (ug/day)? 0.75 0 . . . 0 . . . Abdominal discomfort 2 (3.8) 0
Co-administered with . o 0 10 20 26 0 10 20 26 Constipation 2 (3.8) 0
= conventional therapy - Open-Label Extension ElLreps e Alfacalcidol {pg/day) 2.0 e e Photosensitivity reaction 2 (3.8) 0
Z : : = n = 59 (84%) participants used calcitriol at baseline. °n = 11 (16%) participants used alfacalcidol at baseline. In the severity categories, participants are displayed for the highest severity only. TEAESs occurring prior to the first dose of open-label treatment are included.
Screenin ®) TransCon PTH 18 pg/day, titrated based on algorlthm é HPES-ImpaCt AE severity is assessed by WHO toxicity grading scale. "One participant had a TEAE (fatal cardiac arrest assessed as unrelated to study drug) leading to
9 |<_,: O TransCon PTH R ME T Ayl e Dailv Life Domain discontinuation of the study drug and death.
~4 weeks [N _ _ z (titrated to optimal dose) MULTICOMPONENT PRIMARY EFFICACY ENDPOINT 60 - ! ’ 60 - /
S Placebo, titrated based on algorithm o o _ _ o 50 5Q -
= j e At week 26, 81% (42/52) of participants with postsurgical hypoparathyroidism treated 25 w0 1
< . with TransCon PTH met the multicomponent primary efficacy endpoint compared with 7 !st +/+ +/+ CO N c LU S I 0 N S
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\ , 6% (1/18) who received placebo (Table 2) 2$ 5- e - S e .
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Blinded period to Week 26 Week 26 Week 182 — By week 26, 94% (49/52) of participants treated with TransCon PTH and 6% (1/18) 19 19 81% of participants with postsurgical hypoparathyroidism treated with
| ] | who received placebo achieved independence from conventional therapy (no ° 5 20 o L o 2o o TransCon PTH achieved independence from conventional therapy while
active vitamin D and < 600 mg/day calcium) , Weeks  Weeks maintaining normocalcemia vs 6% treated with placebo in this prespecified
A0 UL 7 S| S A5 R CCHIS Bl S| SOliLE Eﬁ‘é?;f:g L sl — Albumin-adjusted serum calcium was within the normal range for 81% (42/52) of sub-analysis of the pivotal PaTHway phase 3 trial
Proportion of participants with:? e HPES-Symptom physical and articinpants treated with TransCon PTH and 50% (9/18) who received placebo at “Data from Fhe subpolpulation Qf PaTHway trial participants With postsurgical hypoparathyroidism only (n = 70). bThe. p—val_ues are from ANCOVA .m.odel wit.h
e Serum calcium in the normal range (8.3-10.6 mg/dL); and cognitive domain scores e 24-hour urine calcium excretion \?ve ok sz 19/18) P dnedual variance tesiing the diference n chande rom baseline at week 26 between ranston FIH and placebo, with etiology of iypoparathyroidism as fixec e Across multiple evaluated parameters in participants with postsurgical
- b e HPES-Impact physical functionin e Incidence of TEAEs, SAEs, and . L . hypoparathyroidism, TransCon PTH therapy enabled:
* Independence from the.rape.utlc c.:loses of calcium;® and o dailyplife (Ij:)or»;ain e 9 Ry — Mean serum calcium levels were maintained within the normal range for Independence from conventional therapy (no active vitamin D and < 600 ma/da
* Independence from active vitamin D . ] participants receiving TransCon PTH at all study visits (Figure 4) Figure 6. SF-36 Physical Functioning Subscale Scores P Py = Jrady
e SF-36 physical functioning calcium)
subscale score Improvement of hypoparathyroidism-specific symptoms and their impact on daily
Table 2. Participants With Postsurgical Hypoparathyroidism Who N = TansCon T+ life and physical functioning as measured by the HPES and SF-36
- - - acepo
_ — — _ — _ — _ — Met the Multicomponent Primary Endpoint at Week 26 -~ Normalization of mean 24-hour urine calcium excretion
°No increase in prescribed study drug within 4 weeks prior to week 26 visit. "Taking < 600 mg/day elemental calcium and use of any PRN doses < 7 days within 4 weeks prior to week 26. °Not taking active vitamin D and use of any PRN s 5o 4 Average functioning range® _ o _ _
doses < 7 days within 4 weeks prior to the week 26 visit, =87 e MostTEAEs were mild or moderate, and no participants discontinued study treatment
.- . . c 4 .
» | . | | . | FEIIBRETI L e ST ] Se w- or the trial due to a treatment-related TEAE
e Prespecified sub-analysis of participants with postsurgical hypoparathyroidism from the PaTHway trial of TransCon PTH Hypoparathyroidism EE e These findings are comparable to those of the overall PaTHway trial population (N = 82)
i i i . i INT i i : i i 52 - ! : Jle - =
— Adults (> 18 years) with chronic hypoparathyroidism of at least 6 months duration and reliant on calcitriol > 0.5 ug/day or . . . . L 8
If icidol > 1.0 /d d th tie el tal calci > 800 /dav f t 19 " o t : ligible f Number of participants meeting the primary endpoint 49 1 DR -
_a aca_C| O 2 . pg ay an erapeutic eliemental caicium =z mMg/day 10r at ieas WeeKsS prior to screening were eligipie 10r criteria at week 26 (responders) ABBREVIATIONS
IhClUSIOn IN the tr|a| P _ (y (95cy CI) 81 (68 90) 6 (O 27) 0 Eﬁzimergency roggl;)HPES Tdhylpogarath_}/écz(gsm patient experience sczle; MIDzmin_Ii_maI i;:nportant dif.ference;.PTlepzijritluyroid horrpor_we;fSAE:sl.ec'\?ﬁséad\\//?/rsledegen‘lt;hsgzstand_ard error; SF-36 = 36-item
) ) ) ) ro Ortlon, , , ] . ! ! ' short Torm survey; = total dally dose, = treatment-emergent adverse event; lTransCon = fransient conjugation; = upper imit ot normal, = VVor ealt rganization
— A total of 106 participants were screened and 84 were randomized 3:1 to treatment withTransCon PTH (n = 63) or placebo (n = 21), ’ R a ’ saseline ekt et o 5 0065 reRENGES
both co-administered with conventional therapy; 82 pa rticipa nts received at least 1 dose of study drug (n =61TransCon PTH, Pvalue {TransCon PTH vs Placebo) 3 Lo 1. Clarke BL, et al. J Clin Endocrinol Metab. 2016;101(6):2284-99. 2. Brandi ML, et al. J Clin Endocrinol Metab. 2016;101(6):2273-2283. 3. Shoback DM, et al. J Clin Endocrinol Metab. 2016;101(6):2300-2312.
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umber o partlmpants meetmg eac component, n ( °) 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
e The multicomponent primary efficacy endpoint was defined as normocalcemia (8.3-10.6 mg/dL), independence from conventional b et " . bﬁtwee?-grotép col_mpartisonsko; gr;ysticalfu$ctiorgng iPsTsH.o pginlts.nghe ihvaltqelis fro;nhthe AN(ihO\/A_éhodel V\;jthéJn;qul var(;atr)wce tlgstiglgg: gée digferelnce in DISCLOSURES AND FUNDING
. . . . . . . - change Trom paseline at wee etween Iranston an aceno, witnh etioiogy o Opara rolaism as T1ixea etrrects an aselline or-ob SuUbSCale SCore This study was sponsored by Ascendis Pharma Bone Diseases A/S.
therapy (no active vitamin D and < 600 mg/day calcium), and no dose change within the 4 weeks prior to week 26 umin-adjusted serum calcium within 42 (81) 9 (50) D, ’ oY PLPEPEEY 1 studywas sponsored by | jeeases A | - | o |
the normal range Financial arrangements of the authors with companies whose products may be related to this presentation are listed as declared by the authors: M Schneider is a full-time employee of Ascendis
. . - g . . Pharma. B Clarke: Research funding and industry grants from Ascendis Pharma and Takeda; advisory board member, consultant, honoraria from Ascendis Pharma, Takeda, Entera-Bio, Extend-Bio, Amolyt.
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with hypoparathyroidism; higher HPES scores indicate greater symptom frequency or impact.” Decreases in HPES scores indicate No increase in prescribed study drug® 50 (96) 10 (56) a normalization and greater reduction in urine calcium excretion than those on placebo rtserngfjtli‘orgall,-A_scfjeBc:(isPha(r:msa}io(liaIcilyt(;xihg?‘orariafCa}llc%'lytixTherfpeuticsf;Zdviso(rjybgardTakeda,Amolyt.XAnwasanemployeeo:‘AscendisPharmaduringgthetrialan\:janalysis.
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Improvement °The P value is calculated from Cochran-Mantel-Haenszel test for response rates between TransCon PTH and placebo, controlling for the etiology of from basellne to Week 26 (Flgure 7) Medical writing support was provided by Kristin Hirahatake, PhD, an employee of Ascendis Fharma, Inc.
— The SF-36 is a 36-item health questionnaire that assesses 8 dimensions of health: h|gher scores indicate a lower burden of disease_8 hypoparathyroidism. "The normal range for albumin-adjusted serum calcium is 8.3-10.6 mg/dL. °Not taking active vitamin D and use of any PRN doses < 7 days e Most treatment-emergent adverse events (TEAES) were mild or moderate in Severity TransCon PTH is investigational. Intended for education and scientific exchange only. Not for use in promotion or product commercialization.
. . . . ! within 4 weeks prior to the week 26 visit. “Taking < 600 mg/day elemental calcium and use of any PRN doses < 7 days within 4 weeks prior to week 26. ®Within ) . . ) Ascendis, Ascendis Pharma, Ascendis Pharma logo, the company logo and TransCon are trademarks owned by the Ascendis Pharma group.
Increases in SF-36 scores indicate improvement 4 weeks prior to the week 26 visit. and no treatment-related TEAEs led to discontinuation of treatment or the trial (Table 3) © August 2023 Ascendis Pharma A/S. |
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