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Methods Results

Background

Lonapegsomatropin (SKYTROEA®: TransCon® hGH), a prodrug of SkybriGHt Registry Study Table 1. Disposition Table 3. Lonapegsomatropin Exposure Table 6. Adverse Event Summary
somatropin, Is approved for the once-weekly treatment of pediatric * SkybriGHt aims to enroll 900 participants from the United States Variable Number of Patients (%) Variable Categor Total (N = 100) Variable Total (N = 100)
grOV\./th .hormf)ne deficiency (GHD) by the !:oo_d and Drug Administration  Patients who are prescribed lonapegsomatropin consistent with routine _ : - i _
(pediatric patients 1 year or older and weighing at least 11.5 kg),' and by clinical practice are eligible All patients enrolled 100 Duration of treatments " _ 109 Treatment-Emergent Adverse Events (TEAEs), n (%) 26 (26)
the European Commission (pediatric patients aged 3 years to 18 years).? .. _ o _ Initiated lonapegsomatropin > 60 days prior to enroliment 86 (86) Median 91.0
e Decision to treat with lonapegsomatropin is made prior to, and — —— : : — (weeks) Vin Mo 6.0 4080
The lonapegsomatropin phase 3 clinical trial program evaluated efficacy independently of, any potential study participation Participated in heiGHt, fliGHt, and/or enliGHten clinical trial(s) 17 (17) ’ e Related TEAEs,* n (%) 10 (10)
el - 3,45 . . . . Withdrew from treatment® 17 (17 . . n 77
and safety outcomes in children with GHD. e Enrollment will occur over a 5-year period with the study intended to ENATEW Trom treatmen 17 Initial prescribed® dose _ _
P LonapegSOmatrOpln demonstrated efﬂcacy and Safety N Chlldren conciuae arter a total o yearS Reasons included: reached adult height/bone age maturation, change in insurance coverage, withdrawal by patient, other. (mg g/wee ) Mo Max 012 0.36
with GHD who were treatment-naive in the 52-week heiGHt trial®* and e C(Clinical outcomes are evaluated through height SDS, annualized height - : — '54 Serious related TEAEs, n (%) 0
treatment-experienced in the 26-week fliGHt trial* velocity (AHV), and insulin-like growth factor | (IGF-1) SDS Table 2. Demographics Prescribed® dose at Month 6 i Y '
The enliGHten open-label extension trial enrolled children from e Safety is evaluated through adverse event (AE) reporting and laboratory | 0 (mg hGH/kg/week) i Mo 015 0.37 Severe TEAEs, n (%) 0
heiGHt and fliGHt to further evaluate long-term efficacy, safety, test results Variable Category Total (N =100%) - -
and tolerability, including children transitioning into puberty Sex. n (% Male 82 (82) Prescribed: dose at Month 12 edin )6 Severe related TEAEs, n (%) 0
(more advanced pubertal stages)>® Statistical Analyses ' Female 18 (18) (mg hGH/kg/week) Y '
. In, Max 0.12, 0.37 _ _ _ _
Real-world data extend our understanding of clinical trial findings by e Data cut-off: October 15, 2024 Age, vears Hilpelen Ueie | — | TEAEs leading to discontinuation of study drug, n (%) 0
roviding Insights into disease management, treatment utilization, and . . ' Q1, Q3 8.0, 12.0 /Dot 9 ro0odod I pationts chart at fima oF st dose of lonenegsomatiopin
p g g . - « . g . ® Analyses were based on the f|rSt 100 patlents WhO had reaChed 12 mOnthS C,Ek)verage presc?ibid d%ste V\}ithinhifz—rrtwénth Wfi:dof,vdof eacfhl timZpgint. roem *Related TEAEs included: insulin-like growth factor increased, injection site pain, and pain in extremity.
long-term outcomes in routine clinical practice. of follow-up after enrollment < 3 years 0
>3 and < 6 years 5 ()
— Patients had to have the date of 1st dose entered in the electronic data Age category, n (%) . . Ei Heiaht SDS Table 7. Adverse Events bv Svstem Oraan Class
capture (EDC) system > 6 to < 11 years for girls, > 6 to < 12 years for boys 47 (47) igure 3. Height : Y oYy g
- _ _ _ > 11 years for girls, > 12 years for boys 48 (48) _
Aims — First 100 patients based on the chronological order of consent date White 36 (86 Variable Total (N =100)
L . _ - . | 1.5 -
Tff:ce (:_bJeCtIVeS folf the Skyb”Gl"t sjcuc_jyta;]re to ELSSGST(’C?_G Safet’f[}’ an\(jv e Descriptive statistics were summarized for: Asian 5 (6) _ Patients with at least one TEAE. n (%) 26 (26)
errectiveness o1 ionapegsomatropin iIn e poSt-arketing setting. e . . . .. i d |
report outcomes in trl?e ?irst 100 er\roIIed paF’)cients who ha?/e reac?\ed — Demographics and baseline disease characteristics, prior GH therapy, Race, n (%) Not reported 4 (4) = 1.0 B
1-year follow-up and lonapegsomatropin treatment Black or African American 3 (3) % 0.5 - _ - 0.207 Infections and infestations 10 (10)
— Clinical outcomes assessed at enrollment and at 6 and 12 months Other 1 (1) ﬁ 0.0 D ¢ rvestigations 9 (9)
];%”qug f_nrollm_entt, with a 3-month window applied for the 6- and Not Hispanic or Latino 38 (88) S o5 &-0.220 | -0.088 L 9
-mMon Ime poiInts . . . c
. Hispanic or Latino 9 (9) = L Ini isoni d dural licati
_ _ _ . o 10. njury, poisoning, and procedural complications 5 ()
Conclusions — AEs, including those that were serious, treatment-related, severe, or Ethnicity, n () Unknown 2 (2) T
. : : : -1.5
. | _ | resulted in treatment discontinuation Not reported 1(1) Nervous system disorders 4 (4)
2 This iIs the first prospective study evaluating real-world Months 0 : -5
N clinical experience with lonapegsomatropin treatment for . . i . . < 3 ng/mlL 4 (6) . o y
sediatric GHD. Figure 1. SkybrlGHt Registry Study Design Z_eak stlmula(t;/ac)iaGH at ~ 3 ng/mL to < 7 ng/mL 37 (56) n? 100 89 73 General disorders and administration site conditions 2 (2)
IagnOSIS, n 0 - 7 ng/m _b 25 (38) A helght SDSb 0105 0204 . - .
AmOng the f|rSt 100 patlents enrolled W|th 12 monthS Musculoskeletal and connective tissue disorders 1 (1)
follow-up, the median and maximum lonapegsomatropin e e e s osoimnt vt e uror o atrs i e messromn | | B
treatment duratiOn at 1 year was 175 and 7 8 years End of Study bAl partic?pants were < 10tng/mL excep?foﬂ patient at 10.2 ng/r;[wL. A height SDS Is the change from enrollment, presented as median. Resplratory, thoracic and mediastinal disorders 1 (1)
respectively.
p y """""""""""""""" F| ure 2 Prior Growth Hormone Thera TEAEs occurring in > 5% of patients by system organ class included: Infections and infestations (bronchitis, otitis media, upper respiratory tract infection,
. . . i - - 5 - cellulitis, conjunctivitis, gastroenteritis, nasopharyngitis, and pneumonia); Investigations (insulin-like growth factor increased); Injury, poisoning, and
Patient demog raphICS reflected: : ”5_ye?[r 0 g py Table 4 Annuallzed Helght VEIOCIty at 12 Months FO"OW'"Q procedural cémplicationgs (head injury, limb igjuersgkin Iacerafion, torus fracture, g\;/vrtist fracture). ot A ’
. - . . E enroliiment perio E
e A diverse age distribution Enroliment
o o . .
82% m_a![.e, consJ.[ltstent7 with growth hormone (GH) Variable Category Total (N = 100)
prescription patterns
: n 73
o ' ' ' ' Lonapegsomatropin - .
* 53% of patients were previously treated with daily GH initiafio?,a,b,c - SkybriGHt (10-year study duration) 100 - AHV at month 12 Median 7 89 Abbreviations
. _ . _ _ (cm/year) ' AE = adverse event; AHV = annualized height velocity; CDC = Centers for Disease Control and Prevention; EDC = electronic data capture; GH = growth hormone;
Med|an he|ght Standard d@Vlathn score (SDS) |ncreased - Q1’ 03 654, 3.81 _?EI-II-\[I)E:gtrOV\{th hc?[rmonegdeiicigncy; hGH T human growth hormone; IGF-I = insulin-like growth factor I; IQR = interquartile range; SDS = standard deviation score;
) ] ) a = treatment emergent adverse even
over time and exceeded zero (CDC population mean height 5o 90
for. age and .SeX)S at month 12 (0207)’ median annualized i g 027 —I— | IGF I D ’::.‘g;?(rTeRrE)cFi\S.USPrescribingInformation(USPI).AscendisPharma;2024.Accessed|\/Iay30,2024.https://ascendispharma.us/products/pi/skytrofa/skytrofa_pi.pdf;
he|ght Velocrty (AHV) at month 12 was 7.82 Cm/year_ (2 ) ab e 5 = S S 2.SKYTROFA.SmPC. EPAR productinformation. EMA. https://www.ema.europa.eu/en/documents/product-information/skytrofa-previously-lonapegsomatropin
l J O GC) _ascend|s—pharma—epar—product—l_nformatlon_en.pdf. Acces_s_ed March 29, 2023; 3. _Thomtc_)n PS, Mamahs AK, Aghajanova E, et al. Weekly Lonapegsoma.tropm
) Data collection interval 5_ uc:U . In Trgatment—Nalve Children W|th Growth Hormone Deficiency: The Phase-S heiGHt Tr-lal.. J C{/n Endqcr/no/ Metab. 2021;106(1.1)-:3184—3195;_4. I\/Iamatls AK,
|IGF-1 SDS remained stable over the 12 months ana'yzed (v 6 e S o Variable Category Total (N — ']OO) Nadgir U, Saenger P, et al. Switching to Weekly Lonapegsomatropin from Daily Somatropin in Children with Growth Hormone Deficiency: The fliGHt Trial. Horm
_ Q 5 Res Paediatr. 2022;95(3):233-243; 5. Maniatis AK, Casella SJ, Nadgir UM, et al. Safety and Efficacy of Lonapegsomatropin in Children With Growth Hormone
(medlan Change from enrollment at months 6 and 12 was O) E o N 67 Deficiency: enliGHten Trial 2-Year Results. J Clin Endocrinol Metab. 2022;107(7):2680-e2689; 6. Maniatis AK, Thornton PS, Nadgir UM, et al. Children with
L 8— 2 Growth Hormohe Deficiency _Treated With I__on.apegs_omatropin Demonstrated Sustained _Height Improvementg fqr up to 6 Y_ear_s— enliGHten Trial Final Results.
There were no serious, serious related, severe, or severe "'L°“La'°egs°’“a“°t'°'“ O § 3.4 Enroliment IGF-I SDS" Median 1.30 e o 3055511065 . Kueamared A, Oan CL. Gy 55 4 o 2008 CIC G Crars o o Liod s Mitoods o Dvelomen i oo
® Stat 11. May 2002;(246):1-190.
related treatment-emergent adverse events (TEAEs), and onhapegsomatropin treatment may nhave been inttiated at varying imes - | _ | ' Q1, Q3 0.80, 1.70 L ey SRR
none leading to treatment discontinuation and of varying duration prior to enroliment Norditropin® Nutropin® Humatrope® Omnitrope® Somatropin Genotropin® " 57 Disclosures and Funding
' e Patients may have participated in lonapegsomatropin clinical trials prior Month 6 IGE-I SDS Medi 1.30 SRR by A et Freeeeay B A
to SkYbrlGHt P 59% Of pa rticipa nts had been previously treated Wlth da”y GH 0 cdian : MS: employment with Rocky Mountain Pediatric Endocrinology; AM: honoraria from, advisory board role for, and speakers’ bureau participation for Alexion,
CI ST I I I' - ce . . 01 , 03 080, 1.90 Ascendis, BioMarin, Novo Nordisk, and Pfizer; and institutional research funding from Alexion, Ascendis, Novo Nordisk, OPKO, and Pfizer; MJA: advisory board role
In |Ca m p |cat|0n ® Inltlat|0n Of |Onapeg Somatropln may have been preceded by Other . . . K . for Ascendis and Pfizer; consulting role for Endo and Rhythm:; institutional research funding from Ascendis, Lumos, Mannkind, Medtronic, Novo Nordisk, Rhythm,
GH thera ieS SUCh as dall Somatro in or another |On 'aCtin rOWth _ The medlan (011 03) p”Or dal'Y GH dose at S YbrlGHt enrO”ment N 43 and Soleno; and other relationship as DSMB for LG; SC: advisory board role for Ascendis; TL and DF: nothing to disclose; GP: honoraria, research funding, travel
) ) ) p y p g g g was O 31 (O 30 O 31) mg hGH/kg/Week and the median (Q'] 03) support, advisory board role, consulting role, and speakers’ bureau participation for Ascendis, AstraZeneca, Dexcom, Eli Lilly, Johnson and Johnson, Mannkind,
JAN year, data for the first 100 patlents enrolled In the hormone N o ! Month 12 IGF-1 SDS Median 1.20 Medtronic, Novo Nordisk, Pfizer, and Ultragenyx; and grants from Mannkind Corporation; AR: honoraria from, advisory board role for, consulting role for, and
i i i duration of prior treatment was 9.1 (43, 135) months travel support from Ascendis, Tolmar, ALK Pharma, and Halozyme Pharma; patents, royalties, or other intellectual property from UpToDate; and other relationships
SkybrlGHt reg|St|"y demOnStrated Safety and effeCtlveneSS bD i " t- - it I 01. O3 0.50. 1.70 with United Stated Anti-doping Agency and World Anti-doping agency; EH: former employee of Ascendis Pharma, Inc.; CZ: employee of Ascendis Pharma, Inc.;
I. d th . t . I t f | t . ata cofiection In_ erva . . () NO participants had been previously treated Wlth another Iong'aCting GH ) ! ' ' PFB: advisory board role for Ascendis, BioMarin, Novo Nordisk; and speakers' bureau participation for Ascendis and Biomarin.
d Igne Wi prlor ria repor S O OnapegSOma rOpIn ® InCIUded base“ne and med|Ca| hIStOI‘y at enrO”ment and data entry fOr Medlan (011 03) IGF'I SDS MOnth 6 O (_060’ 060) Medical writing support was provided by Sarah Franco, PhD, an employee of Ascendis Pharma, Inc.
treatment fOr pediatric GHD OUtC()meS and AES every 6 monthS fO”OWing enrO”ment Somatropin indicates brand not specified. Patients could have received multiple brands of GH, and therefore, the summed percentages Change from enrollment I\/Ionth 12 0 ('OSO, 030)
exceed 100%. Ascendis, Ascendis Pharma, Ascendis Pharma logo, the company logo and TransCon are trademarks owned by the Ascendis Pharma group.

“Timing of IGF-I sample collection was variable and may not always represent the average weekly |GF-1. IGF-I SDS reflects value reported at the site in EDC. © April 2025 Ascendis Pharma A/S
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