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Ornitz et al Dev Dyn 2017

Possible targets for new drug development in achondroplasia

1. Recifercept (Pfizer)
2. Monoclonal Ab (Sanofi)
3. Infigratinib (QED therapeutics)
4. Vosoritide (Biomarin)

TransCon CNP (Ascendis)
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Natriuretic peptide system

cGKII (cGMP dependent kinase II)
� Acts downstream of cGMP
� cGKII-/-mice 

� Dwarfism

� Inhibits the MAPK pathway
� Overactivation in achondroplasia

� Caused by gain-of-function mutations in FGFR3
� Short-limb dwarfism
è CNP possible therapeutic target

Vosoritide



TransCon CNP (Ascendis Pharma)

Rationale: - more continuous exposure and avoidance of high concentrations (reduce side effects)
- reduce degradation by neutral endopeptidase (NEP)

Native CNP (CNP-22) has a half-life of only 2-3 minutes
Vosoritide (CNP-39) has a half-life of 19 to 46 minutes
TransCon CNP (CNP-38) has a half-life of 120 hours

C-type natriuretic peptide

signal propeptide CNP-22
CNP-29CNP-53

LQEHPNARKYKGANKKGLSKGCFGLKLDRIGSMSGLGC
PGQEHPNARKYKGANKKGLSKGCFGLKLDRIGSMSGLGC CNP-39

CNP-38

TransCon technology to - enhance efficacy and adherence
- improve convenience
- reduce caregiver burden

sustained release of CNP-38

Polyethylene glycol (PEG) carrier (40-kDa) CNP-38

Reduces renal clearance, proteolytic degradation and binding to NPR-C



In mice and monkeys, sustained exposure to CNP via TransCon CNP was more efficacious in stimulating bone growth than intermittent CNP exposure

Breinholt VM et al. J Pharmacol Exp Ther 2019;370:459

Study of TransCon CNP in mice and monkeys



• Phase 1, first in human, randomized, double-blind, placebo controlled, single-ascending dose trial
• To evaluate safety, tolerability, pharmacodynamics and pharmacokinetics of SC administered TransCon CNP
• 44 healthy adult males (36 received the drug, 8 received placebo)
• Five dosing cohorts (up to 10 subjects per cohort: 6-8 received drug, 1-2 received placebo)
• Ascending doses: 3-10-25-75-150 ug CNP/kg
• Safety observational period of 4 weeks

Breinholt VM et al. Br J Clin Pharmacol 2022;88:4763



CNP-38 plasma concentration following single-dose administration 
of 10, 25, 75 and 150 μg/kg CNP to adult male subjects. 

Breinholt VM et al. Br J Clin Pharmacol 2022;88:4763

Normalized levels of cGMP (fold change from baseline) measured in both plasma 
and urine samples collected post-dose at days 2 and 8. **P < .01, *** P < .001. 

SUMMARY

• Con9nuous exposure to CNP over at least 1 week
• Average half-life of approximately 120 hrs
• Sustained ac9va9on of NPR-B (cGMP) for at least 7 days 

aKer administra9on (>75 ug/kg)
• No major safety or tolerability concerns
• No cardiovascular side effects
• No evidence of an immunogenic response (an9-CNP Ab) was observed 

Moderate/severe AE: contact dermatitis; headache



ACcomplisH (NCT04085523): phase 2 clinical trial
A multicenter, double-blinded, randomized, placebo-controlled, dose escalation trial

• Evaluation of safety and efficacy of TransCon CNP administered SC
• Children received drug/placebo once a week for 12 months
• Actual enrollment: 57 participants (update 22/12/22)
• Study started in June 24, 2020



ACcomplisH (NCT04085523): phase 2 clinical trial
A multicenter, double-blinded, randomized, placebo-controlled, dose escalation trial





Infigratinib (QED Therapeutics)

Kang C. Drugs 2021;81:1355



Clinical trials of infigratinib



AcBvaBng genomic alteraBons in FGFR signaling resulBng in cancer

FGFR2 fusions in cholangiocarcinoma

Activation of FGFR1/FGFR3 in bladder cancer

Fangda L et al. Cytokine Growth Factor Rev 2020;52:56

Knowles MA and Hurst CD. Nat Rev Cancer 2015;15:25



Komla-Ebri D et al. J Clin Invest 2016;126:1871

NVP-BGJ398 inhibits FGFR3 signaling and rescues endochondral and
intramembranous ossification in an ACH mouse model

NVP-BGJ398 restores bone growth in Fgfr3Y367C/+ embryonic femurs
(after 6 days in “ex vivo” cultures)

NVP-BGJ398 improves growth of the appendicular skeleton in Fgfr3Y367C/+ mice
(treatment of newborn mice daily with SC injecKons at 2mg/kg/d for 15 days)



Komla-Ebri D et al. J Clin Invest 2016;126:1871

NVP-BGJ398 inhibits FGFR3 signaling and rescues endochondral and
intramembranous ossification in an ACH mouse model

NVP-BGJ398 increases FM size in Fgfr3Y367C/+ mice
(treatment of newborn mice daily with SC injections at 2mg/kg/d for 15 days)

NVP-BGJ398 rescues defective FGFR3 signaling
(mouse primary chondrocytes (A); human primary chondrocytes (B); mouse growth plates (C))



PROPEL program to investigate the safety and efficacy of infigratinib in achondroplasia



PROPEL program to investigate the safety and efficacy of infigratinib in achondroplasia

First child enrolled in August 2019
Expected sample size: 200

First dose administered in July 2020



Key results from the clinical trial include:

• Mean increase from baseline in AHV (cohort 5 – 0,25 mg/kg) was +3.04 cm/yr (p = 0.0022) 

• Average change from baseline in AHV was +3.81 cm/yr for the 8 responders

• Previously reported change from baseline in AHV (cohort 4) was +1.52 cm/yr 

• Statistically significant increase from baseline in collagen X levels (cohort 5) (p=0.03)

• No serious adverse events (SAEs) or discontinuations due to AEs were reported in any cohort

PALO ALTO, Calif., March 06, 2023 (GLOBE NEWSWIRE) -- BridgeBio Pharma, Inc., a commercial-stage 
biopharmaceutical company focused on genetic diseases and cancers, today announced positive results from 
PROPEL2, a Phase 2 trial of the investigational therapy infigratinib in children with achondroplasia



TAKE HOME MESSAGE

• TransCon CNP: - Phase 2 study (ACcomplisH)
- Age group 2-10 yrs; n=57; longest period is 2 years
- 100 ug/kg weekly SC
- Mean AGV: 5.4 cm (comparable to vosoritide)
- Well tolerated (no SAEs)

• Infigratinib: - Phase 2 study (PROPEL2)
- Age group 3-11 yrs; n=50; longest period is 6 months (?)
- 0,25 mg/kg daily oral
- Mean AGV: 6.77 cm (2x effect of vosoritide)
- Well tolerated (no SAEs)



Thank you for your attention!




