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Children with Achondroplasia: Design of the ACcomplisH Trial
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e Achondroplasia (ACH) is the most common short limbed skeletal dysplasia’. It is caused by a gain-of-function mutation in Figure 8. TransCon CNP: Phase 2 Trial Design
the fibroblast growth factor receptor 3 (FGFR3) gene and results in impairment of the endochondral ossification process?

(Figure 1)

Figure 4. TransCon CNP Design

: : : ey e TransCon TransCon CNP
e (C-type natriuretic peptide (CNP) promotes chondrocyte development through inhibition of the FGFR3 pathway, carrier linker (active)

specifically through activation of Natriuretic Peptide Receptor Type B (NPR-B). CNP is a potential therapeutic pathway for
treating growth failure and achondroplasia, as it inhibits the overactive signalling through the mutated FGFR3 receptor
causing ACH3#?® (Figure 1)

* TransCon technology is designed to
provide effective shielding of CNP?;

— From neutral endopeptidase
degradation in subcutaneous tissue
and blood compartment
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e ACH is associated with significant morbidity with many patients requiring intervention for obstructive sleep apnea and Receptor ) .
many have clinical signs and symptoms related to spinal stenosis (Figure 2) _  Minimize binding of TransCon CNP to Up to 60 children (ages 2-10 years) with ACH
o Asreported by caregivers of children with ACH, there is an impact on symptoms and daily functioning (Figure 3) - the NPR-C receptor
clearance — Reduce binding of TransCon CNP to 12 su bjects randomized in each .
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e TransCon CNP is a sustained-release prodrug of CNP. CNP is transiently bound via * Following cleavage of the TransCon Linker under physiological pH and temperature, ef—ﬁcacy
_C :) the TransCon Linker to a chemically inert carrier that prolongs the peptide’s overall active CNP-38 peptide is slowly and continuously released
Extracellular : : L : C e
circulatory half-life. This is achieved by minimizing renal clearance of the TransCon e The Phase 1 clinical trial with TransCon CNP d irated that single d :
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— Y e The phase 2 ACcomplisH trial of TransCon CNP in children e Following screening and verification of clinical ACH with
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with ACH will be conducted at approximately 20 sites genetic confirmation, subjects will remain within the dose

Qualitative analysis of impacts of ACH on children aged 2-12 years was undertaken to inform the development of the
Achondroplasia Child Experience Measures (ACEMs): ACEM - Symptom and ACEM - Impact (N = 36)’

i ! TransCon CNP 10, 25, 75 and 150 pg/kg (n=5-8/group) worldwide cohort for 52 weeks of treatment. Four staggered parallel
MEK1/2 [ Vasodilation] e Phase 1 showed effective CNP tVz of approximate|y 120 hours _ o _ cohorts will receive increasing doses of 6 to 100 pgTranSCon
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*3.0 and 10 pg/kg dose levels are not represented. Data from these cohorts are consistent with placebo.

SBP, systolic blood pressure; DBP, diastolic blood pressure; HR, heart rate; pmol/L, picomole/liter
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