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BACKGROUND RESULTS

e | onapegsomatropin-tcgd (SKYTROFA®;, TransCon® human growth hormone [hGH]), a prodrug of AUTO-INJECTOR USE LONAPEGSOMATROPIN-TCGD DOSING
somatropin, is the first FDA-approved once-weekly treatment indicated for children > 1 year of age who

e | onapegsomatropin-tcgd auto-injecto ovides a fully automated reconstitution of the lyophilized d ! ¢ Recommended initial dose: 0.24 mg hGH/kg bod eight, once-weekly’
weigh > 11.5 kg with growth hormone deficiency (GHD; Figure 1)’ napegsomatropin-tcgd atto-injector provides a tully ad JEEO SO yophifized drug nded initial dos g g body weight, once-weekly

_ _ o _ _ o ) o ¢ Practice the auto-injector with the patient and caregiver in the clinic™ e \Weight-based dosing brackets determine cartridge (Table 2)’
e Efficacy and safety evaluated in three phase 3 clinical trials: heiGHt trial in treatment-naive participants, : . 2 : : ge { )

fliGHt trial in participants previously treated with daily somatropin, and enliGHten open-label extension * Once the green top is pressed against the skin, the auto-injector will inject automatically™ — Initial dose calculation is the same for treatment-naive patients and those switching from daily

. Tal
trial** e \We recommend waiting 10 minutes after injection before checking for local reactions somatropin

o Wait at least 8 hours between the final dose of daily somatropin and the first dose of once-weekly
lonapegsomatropin-tcgd’

e Because lonapegsomatropin-tcgd is administered once-weekly, the IGF-1 profile differs from that of daily _ Lonapegsomatropin-tcgd demonstrated a predictable linear dose-response with average IGF-1 SDS2
somatropin’?

— Pivotal phase 3 heiGHot trial: lonapegsomatropin-tcgd was noninferior to daily somatropin IGE-1 MONITORING AND ESTIMATION

o Annualized height velocity (least squares mean): 11.2 (lonapegsomatropin-tcgd) vs 10.3
(daily somatropin) cm/year; P=0.009

o i|a? o Moving up or down one dose bracket corresponds to an average IGF-1 change of 0.3 SDS?
Demonstrated a comparable safety profile e To estimate average weekly IGF-1 with lonapegsomatropin-tcgd on any day following a prior dose, a JHp P J J

e To avoid missed doses, lonapegsomatropin-tcgd can be taken 2 days before or 2 days after the scheduled

— Lonapegsomatropin-tcgd adverse event (AE) profile, similar to daily somatropin:** predication curve and calculation has been developed (Figure 2, 3) _ ) _ _
. . o : . _ _ dosing day. Resume once-weekly dosing for the next dose at the previously scheduled dosing day’
o Consistent across phase 3 studies and the majority were categorized as mild or moderate and — Based on a single blood draw at any time after steady state (> 5th dose)'"?
unrelat-ed to study drug — We recommend scheduling a blood draw with enough time to make dose changes before next Table 2. Weight-based Dosing Brackets®
o No serious treatment-emergent AEs (TEAESs) related to study drug medication shipment
o Low rates of injection site reactions and immunogenicity — Calculate the average IGF-1 SDS using the time since last dose administration (to the nearest /2 day)'?
— Most commonTEAEs (enliGHten through week 104): upper respiratory tract infection (21.1%), m Cartridge(s) (mg hGH) m Cartridge(s) (mg hGH)
nasopharyngitis (11.1%), cough (8.7%), and pyrexia (8.4%)?
Average IGF-1 SDS = measured IGF-1 SDS - correction factor 1.5-13.9 3.0 35.0 -41.9 9.1 ©
. o ® 4.5
Figure 1. Lonapegsomatropin-tcgd (TransCon® hGH) Design 016 - ° 420506 0 °
4 Somatropin h Figure 2. Average Weekly IGF-1 SDS Prediction Curve'? 182 =T = ® S e ®
TransCon carrier ~ TransCon linker (hGH; active) ‘;\63‘ 20.0 - 23.9 5.2 60.5 — 69.9" 76 x 2 O
g g 4 Sy Model of difference between 24.0-28.9 6.3 . 70.0 - 84.9" 9.1x 2 O
: o measured and average IGF-1 SDS
| _ Q Receptor 29.0 - 34.9 76 ® 85.0 — 100" 11.0 x 2 ®
bt 21 r ’N 3 r:r - : 2 C|§aernaanlce Sz G S?.)S a=yAverage IGFE-1/5DS E\ngi?/eﬁfsrt:ledqgueirﬁ](;sg ggg:zsggtdesr Ji?]:nutr;:slqz CC:BC—):T?EJ cartridge will need to inject 2 cartridges per weekly dose. The same dose strength must be used for both doses in those patients requiring a
\33( ' f—:";':,wl at approximately Day 4.5 double dose.” ' '
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LE CLINICAL IMPLICATIONS
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] f ) potwoon Rt 000 = === e e oo f L e e Figure 4. Pediatric Endocrinology Nurses and Advanced Practitioners Play a

e |onapegsomatropin is a prodrug of somatropin with once-weekly administration and SDS and average -y . = g = g= .

designed to provide sustained release of active, unmodified somatropin IGF-1 SDS Critical Role in the Multldlsmpllnary Management With Once-WeekIy
Lonapegsomatropin-tcgd Treatment

Somatropin Linker cleavage

(hGH; inactive) dependent upon
pH and temperature

-0.50 - -
Before Day 4.5

Subtract correction factor from
measured IGF-1 SDS to get
estimated average IGF-1 SDS

e The unmodified, unbound somatropin released from lonapegsomatropin has the identical
191 amino-acid sequence and size (22 kDa) as endogenous growth hormone

K / -1.00 —

Table 1. Top Reason for Preference of Once-Weekly Lonapegsomatropin-tcgd vs Daily 90
Somatropin in the fIiGHt Tria|3 0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0 4.5 5.0 Sd 6.0 6.5 7.0
1 Schedule clinic
Lonapegsomatropin-tcgd Day blood drawn after visits every 3 months
Top 3 Reasons for Preference administration day Lonapegsomatropin-tcgd administration for routine follow-up

and laboratory

(most important in bold):

assessments : :
Child (n =99) Parent / Caregiver (n = 142) ] . . - - ot with daily somatropin, once-weekly
Figure 3. Average IGF-1 SDS Correction Factors'? and Case Studies 'ssues, pain on Injection, needle lonapegsomatropin-tcgd particularly

anxiety, or other reasons, can be ) _ _
useful in those showing resistance
to daily injections but who have

e How often | need to get injections e How often my child needs to get injections useful for insurance coverage
prior authorization

e Less annoyed by the injections e |Less interference with my child’s activities : some baseline adherence
| | o | | - pay | Correction | g50 brediction Interval
e Less interference with my activities e Less interference with my activities Factor* CLINICAL
~ 7N / 0 ~1.22 ~1.80, -0.65 PEARLS

Participants > 9 years old at the time of enroliment and their parents completed the Preference Questionnaire—Child and the Preference Questionnaire—Parent, respectively, at \Weeks 6 and _ _ . ?
13.Treatment preference (PQ-C and PQ-P) at week 13 are shown here. 0.5 0.12 0.46, 0.22 Average IGF-1 SDS Calculation Case Study #1 @
1.0 0.39 0.07,0.86 e Patient injects on Sunday PM (Day 0)
e Once-weekly lonapegsomatropin-tcgd was preferred vs daily somatropin injection (84% of children and e Blood is drawn on Wednesday AM (Day 2.5) To ensure accurate
90% of caregivers in the fliGHt trial; Table 1) 15 0.60 Gk 1 e Measured IGF-1 SDS is 2.0 IGF-1 estimation, Usually when
: : lonapegsomatropin-tcgd dosing cartridge changes,
o . . N : : . _ _ IOImET : age
. 94@ of partlc.:lpzants rated the lonapegsomatropin-tcgd Auto-Injector device as easy to use in the 2.0 0.67 0.32, 1.02 Correction factor at Day 2.5 is 0.68 njection and blood draw Srior authorization needs
enliGHten trial - 068 043 093 h 132 = 20 - 068 times should be noted to be submitted
average measured correction carefully _
UNMET NEEDS IN PEDIATRIC GHD TREATMENT 20 e 0.45.0.78 IGF-1 SDS IGF-1 SDS factor Lonapegsc?;na:roam-tc?d
: : : : : can provide treatmen
e Daily somatropin has been the standard of care for decades, but poor adherence is associated with Prov
. ; 3.5 0.46 0.33, 0.59 flexibility for travel
suboptimal growth outcomes
e Burdens of daily injections in pediatric GHD include:?® 40 0.21 0.06,0.36
. : CoL : Average IGF-1 SDS Calculation Case Study #2
— Difficulty using injection devices — R il S
e Patient injects on Wednesday PM (Day 0)
— Pain and/or bruising with injection 5.0 -0.39 -0.68, -0.09 h e Blood is drawn on Monday PM (Day 5.0) REFERENCES:
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e Discuss practical tech niques and clinical pea rls for pediatric endocri nology nurses worki ng with *Correction factor represents the predicted difference between actual IGF-1 SDS and average IGF-1 SDS by time between dosing and blood draw. Predictions are most accurate between Days 2.5

and 5. Correction factors for average IGF1 concentration are also available.™ Ascendis, Ascendis Pharma, Ascendis Pharma logo, the company logo and TransCon are trademarks owned by the Ascendis Pharma group.
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