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Introduction: Somatrogon, a long-acting recombinant
human growth hormone, is approved in multiple countries
as a once-weekly treatment for pediatric growth hormone
deficiency (pGHD). This abstract describes results from
up to 8 y of study (main study + open label extension
[OLE]) evaluating the efficacy and safety of somatrogon in
pGHD. Methods: This randomized, open-label, dose-
finding Phase 2 study comprised 5 treatment periods.
Subjects were randomized 1:1:1:1 to once-weekly somatro-
gon (titrated up to 0.25, 0.48, or 0.66 mg/kg/wk) or
once-daily Genotropin (0.24 mg/kg/wk) for 12 mo of the
main study (periods I and II), after which they were eligible
to enroll in the OLE (periods III-V). In period III, somatro-
gon recipients continued at their previous dose; Genotropin
recipients were re-randomized to 1 of the 3 somatrogon
doses. In period IV (OLEYear (Y)2–4), all subjects switched
to somatrogon 0.66mg/kg/wk; in period V (OLEY5 onward),
all subjects switched from single-use somatrogon vials to
prefilled pen devices (somatrogon 0.66 mg/kg/wk).
Results: Of 53 subjects who completed the main study,
48 entered the OLE. At OLE entry, 66.7% were male, all
but 1 were pubertal Tanner stage 1, and mean (SD) age
was 7.7 (2.1) y. At OLE Y6 end, there were 30 subjects
with a mean±SD height velocity (HV) of 6.47±2.07 cm/y
and a mean±SD height SD score (HT SDS) of 0.43±0.94.
At OLE Y7 end, 26 subjects had a mean±SD HV of 5.31
±1.68 cm/y and amean HT SDS of 0.44±0.96. Four subjects
achieved final height (defined as HV <1 cm/y). Their HVs in
the last 6-mo interval and last assessed heights were: sub-
ject 1: 0.54 cm/y, 174.5 cm; subject 2: 0.7 cm/y, 173.2 cm;
subject 3: 0.56 cm/y, 179.5 cm; and subject 4: 0.19 cm/y,
168.7 cm. Somatrogon efficacy was not affected by positive
test results for antidrug antibodies (ADA). HV and cumula-
tive ΔHT SDS (cΔHT SDS) were similar between subjects
who tested ADA+ vs ADA-: at OLE Y6 end, 15 who tested
ADA+ had HV 6.47±1.69 cm/y and cΔHT SDS 3.09±1.04;
and 15 who tested ADA- had HV 6.48±2.46 cm/y and
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cΔHT SDS 3.62±1.40. At OLE Y7 end, 14 subjects who
tested ADA+ had HV 5.22±1.52 cm/y and cΔHT SDS 3.06
±0.98; 12 who tested ADA- had HV 5.42±1.91 cm/y and
cΔHT SDS 3.75±1.39. In OLE Y7, TEAEs were reported
in 35.5% subjects, which was lower than the main study
(69.0%) and OLE Y1–6 (range: 41.9–57.5%). No serious
TEAEs or TEAEs leading to study drug withdrawal oc-
curred in OLE Y7. Study drug–related TEAEs occurred in
2 subjects: keeled chest acquired and scoliosis in 1 and arth-
ralgia in 1. No deaths were reported throughout the OLE.

Conclusion: Following up to 8 y of somatrogon treat-
ment, including 7 y of the OLE, subjects demonstrated con-
tinued growth, 4 achieved final height, and somatrogon
maintained a favorable safety profile. Testing ADA+ did
not appear to affect subject growth. Clinicaltrials.gov:
NCT01592500. Acknowledgements: The authors wish
to thank all the investigators involved in this study.
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Y367C/+). We hypothesized
that infigratinib could improve defective endochondral
ossification and ameliorate the phenotype in a mouse
model of HCH (Fgfr3N534K/+), which is the first and
only HCH mouse model that expresses the most frequent
human heterozygous mutation p.Asn540Lys. Methods:
Fgfr3N534K/+ mice were given subcutaneous injections of
infigratinib or vehicle control every 3 days (1 mg/kg) or
daily (1 mg/kg) for 15 days (post-natal day [PND] 4-19)
or 21 days (PND 3-24), respectively. Results:
Fgfr3N534K/+ mice treated with 1 mg/kg infigratinib daily
for a total of 21 days showed a statistically significant in-
crease in appendicular and axial skeleton (tibia +3.18%,

femur +3.16%, humerus +3.04%, ulna +2.94%, radius
+3.01%). Treatment with infigratinib modified skull
shape, length of the mandible, and foramen magnum
length (+3.72%). Cartilage growth plate organization, in
particular the hypertrophic chondrocyte area, was modi-
fied, indicating that chondrocyte differentiation is im-
proved. These results, although of a lower magnitude,
are in line with those previously reported from the
Fgfr3Y367C/+ mouse model of ACH, which showed a stat-
istically significant improvement in upper limbs (hu-
merus +7.3%, ulna +11.1%, radius +14.2 %), lower
limbs (femur +10.4%, tibia +16.8%), and foramen mag-
num length (+3.76%), when infigratinib was adminis-
tered at a dose of 0.5 mg/kg. Conclusions: Low-dose
treatment with infigratinib in the Fgfr3N534K/+ HCH
mouse model ameliorated the clinical hallmarks of hu-
man pathology and significantly lengthened the axial
skeleton, the appendicular skeleton and improved for-
amen magnum length. Development of infigratinib in
ACH is currently ongoing. These latest findings with in-
figratinib in this mouse model of HCH support the ration-
ale for targeting FGFR3 with a specific TKI such as
infigratinib for the treatment of children with HCH.
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