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We thank Dr Chatelain et al for their comments (1) on our re-
cent publication (2).
We agree that cross-trial comparisons should be discussed

carefully. It is important to clearly acknowledge that differences,
for example injection-site tolerability, can even be observed be-
tween randomized controlled trialswhen comparing the same pe-
gylated long-acting GH (LAGH) lonapegsomatropin and daily
GH (3, 4). We note that our discussion mentioned only observed
injection-site tolerability for different LAGHs (somapacitan, lo-
napegsomatropin, and somatrogon) from different randomized
controlled trials and did not refer to the respective daily GH com-
parators for any of these studies (2).
In their letter, Chatelain et al proceed to state that insulin-

like growth factor-I (IGF-I) SDS levels were higher in the so-
mapacitan arm in the phase 3 REAL4 study (2). However,
IGF-I SDS levels were similar between once-weekly somapaci-
tan and daily GH treatment arms, with no statistically signifi-
cant difference observed (2). This contrasts with another
recent LAGH publication of the phase 3 heiGHt study by
Thornton et al (4), in which higher IGF-I SDS levels for once-
weekly lonapegsomatropin were statistically significant when
compared to daily GH.
Furthermore, Chatelain et al reference that the phase 3

REAL4 study (2) shows that LAGH may be able to improve

adherence to therapy. As expected in randomized controlled
trials, the data from the study showed very high adherence
both in once-weekly somapacitan and daily GH treatment
arms (2). However, the observed reduction in treatment bur-
den reported with once-weekly somapacitan may lead to im-
proved adherence to therapy and treatment outcomes in the
real world, while potentially also decreasing the barrier to ini-
tiating and/or maintaining replacement therapy (2).
Finally, we believe it is of high clinical relevance to educate

physicians on the different protraction technologies applied
for LAGH molecules. The somapacitan mechanism of action
used to prolong GH exposure has already been well estab-
lished in other molecules, such as insulin detemir (5) and lira-
glutide (6), currently used in pediatric endocrinology. We
appreciate these robust discussions as the field is navigating
new therapeutics in pediatric GH deficiency.
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