Efficacy and Safety of Up to 2 Years of Treatment with TransCon hGH (lonapegsomatropin)
In Treatment-Naive and Treatment-Experienced Children with Growth Hormone Deficiency

BACKGROUND

* Once-weekly lonapegsomatropin (TransCon hGH) is an investigational prodrug for growth hormone deficiency (GHD)
that consists of 3 components: unmodified somatropin, an inert carrier that protects it, and a linker that temporarily
joins the two'? (Figure 1)
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Once-weekly prodrug releases unmodified somatropin designed to mimic daily somatropin:

 Tissue Distribution . levels o Tl

ic effects: efficacy, safety and tolerability

« Inthe pivotal phase 3 heiGHt Trial evaluating treatment-naive children with GHD, lonapegsomatropin demonstrated
superior annualized height velocity (AHV) and statistically greater change from baseline i height standard deviation

score (A height SDS) at 52 weeks to daily therapy pin) and had a similar safety and
tolerability profile®

* In the phase 3 fliGHtTrial, children who switched from daily in to to grow
well and maintained a good safety profile*

« Results are reported from heiGHt and fliGHt subjects who into the enli pen-label long-term

extension (OLE) Trial for up to 52 weeks (data cut: June 1st 2020)
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DISPOSITION, DEMOGRAPHICS, AND BASELINE CHARACTERISTICS

* Nearly all subjects who completed heiGHt (158/159)

Table 2. De
Start of heiGHt and fliGHt

Table 1. Subject Disposition

RESULTS

* For heiGHt subjects, AHV increased in both groups to within the

expected range for 2nd year therapy (Figure 4)

- Among heiGHt subjects who switched from daily somatropin

Table 4. Summary of Adverse Events Across All Trials
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The mean dose of remained

and Baseline Characteristics at

heiGHt fliGHt

0.24 mg hGH/kg/wk for subjects from heiGHt at
Week 104 and was 0.20 mg hGH/kg/wk for subjects from fliGHt at Week 78

Table 3. Demographics and Disease Characteristics at
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OUTCOMES « Comparisons between the two heiGHt treatment
groups allowed for the evaluation of safety and
EFFICACY efficacy outcomes as they had similar baseline
demographics and comparable treatment histories
« Growth were evaluated app

« IGF-1 was obtained on post-dose Day 5 (+1) in
fliGHt and enliGHten; in heiGHt, average IGF-1 for
lonapegsomatropin was calculated based on a
population pharmacodynamic model

every 13 weeks
« Three groups were analyzed:

- Subjects treated with lonapegsomatropin
in heiGHt, followed by continuation of

lonapegsomatropin in enliGHten SAFETY

* Safety was evaluated throughout the trial periods

~ Subjects treated with daily somatropin in 1 ! r
and is summarized by trial

heiGHt, followed by lonapegsomatropin in

enliGHten STATISTICAL ANALYSIS

~ Subjects treated with lonapegsomatropin
in fliGHt, followed by continuation of
lonapegsomatropin in enliGHten

« A by-visit ANCOVA model was used to analyze
numeric endpoints

HEIGHT AND PHARMACODYNAMIC OUTCOMES

The treatment difference in least-squares (LS) mean A height SDS

(1.61 vs 1.49, P =0.158 in favor of lonapegsomatropin (Figure 3)

Figure 3. A Height SDS Over 104 Weeks for heiGHt Subjects
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In heiGHt, average IGF-1 SDS values were higher for lonapegsomatropin-

treated subjects p with daily subjects,
paralleling the observed improved growth outcomes (Figure 5)

Beyond 52 weeks, average IGF-1 SDS for heiGHt subjects who started
on lonapegsomatropin generally remained stable without further
increase; for heiGHt subjects who switched from daily somatropin

to lonapegsomatropin, an initial increase in average IGF-1 SDS with
subsequent stabilization was observed (Figure 5)

Figure 5. Average IGF-1 SDS over 104 Weeks for heiGHt subjects
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« fliGHt subjects continued to approach their average parental height,

with height SDS improving from ~1.42 at fliGHt baseline to ~0.69 at

Week 78 (Figure 6); LS mean (SE) AHV at Week 78 was 8.3 cm/year and
as with clinical ions given the

enrolled subjects®

Figure 6. Sustained Improvement in Height SDS
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* For fliGHt subjects, mean (SD) average IGF-1 SDS increased from 0.85
(1.3) at fliGHt baseline to 1.63 (1.3) at Week 26 and 1.81 (1.1) at Week 78

SAFETY OUTCOMES

« The adverse event (AE) profile of lonapegsomatropin was consistent
across the phase 3 studies; treatment emergent AEs (TEAES) were
generally mild and no serious TEAEs were considered to be related to
study drug (Table 4)

~ In enliGHten, the most common TEAES were upper respiratory tract

infection (21.1%), nasopharyngitis (11.1%), cough (8.7%), and pyrexia
(8.4%); these are consistent with other clinical trials evaluating daily
somatropin in children with GHD®"

anti-drug binding was detected in

of the

Figure 7. Laboratory Parameters Across All Trials
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« Over time, treatment with lonapegsomatropin was associated with mean
BMI SDS that stabilized towards 0 (Figure 8)

Figure 8. BMI SDS Across All Trials
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+ Overall, fewer local tolerability reactions were reported with the TransCon
hGH Auto-Inj with syring; (Figure 9)

Figure 9. Local Tolerability from Subject Diary
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CONCLUSIONS

« Across the broad population of the phase 3 program, subjects treated with
lonapegsomatropin for up to 2 years continued to grow well, with a safety
profile comparable to daily somatropin, including a similar AE profile, stable
BMI, stable y and low i

 Among subjects who switched from daily somatropin to lonapegsomatropin,
alower-than-expected attenuation in 2nd year AHV suggested an improved
treatment effect of lonapegsomatropin relative to the previous daily
somatropin

« High retention rates were observed across the phase 3 program, with
> 98% of subjects continuing from heiGHt and fliGHt into enliGHten

* In enliGHten, where doses could be adjusted based on investigator
judgement, mean doses were at or just below 0.24 hGH mg/kg/week,
indicating no evidence of higher doses required over time

* TheTransCon hGH Auto-Injector was found to be well-tolerated and
easy-to-use
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