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New Drugs and Therapeutics Update

NGENLA™ (Somatrogon-ghla)

On June 27, 2023, the U.S. Food and Drug administration approved NGENLA (somatrogon-ghla), a once-
weekly, human growth hormone analog indicated for treatment of pediatric patients aged three years
and older with growth failure due to growth hormone deficiency (GHD). NGENLA is now available for
U.S. prescribing.

Somatrogon is a long-acting rhGH that contains the amino acid sequence of hGH and 3 copies of the C-
terminal peptide (CTP) of the B-chain of human chorionic gonadotropin (2).

A multicenter, open-label, randomized phase 2 study in prepubertal, growth hormone naive children
with GHD (isolated or as part of multiple pituitary hormone deficiency) compared the safety,
tolerability, and efficacy of 3 different doses of somatrogon (0.25, 0.48, and 0.66 mg/kg/week)
administered once weekly vs rhGH (somatropin (Genotropin); 0.24 mg/kg/week) administered once
daily (3). Children with cancer or chemotherapy/radiation therapy exposure, children with chromosomal
abnormalities, history of small for gestational age, poorly-controlled diabetes mellitus, or BMI < - 2SDS
were excluded. The estimated half-life of somatrogon administered once weekly was 18 to 36 hours,
which was ~5- to 10-fold longer than that of somatropin (3,4). Subjects in all 3 somatrogon dose cohorts
showed acceleration of growth velocity following 12 months of treatment and a dose dependent
increase in growth factor levels. During the study, doses of somatrogon and somatropin were adjusted
based on body weight and according to a predefined dose-adjustment algorithm to guide dose decrease
in case of high IGF-1 levels. The IGF-I SDS values remained < 2 SDS in all of the study drug cohorts, with
the exception of one subject in the 0.66 mg/kg/week somatrogon group who experienced mild elevation
in IGF-1 SDS between 2 to 2.55DS, which persisted after dose reduction to 0.48 mg/kg/week. The phase
2 data indicated that the somatrogon dose of 0.66 mg/kg/week elicited a comparable response outcome
[height velocity (HV) SDS and height SDS at 12 months] to daily somatropin administration. Somatrogon
demonstrated an acceptable safety profile during treatment with no serious adverse events (SAEs) and
no discontinuations due to adverse events (AEs) associated with somatrogon or somatropin.
Additionally, the incidence of development of anti-drug antibodies was similar for the study drug and
the control group and no anti-CTP antibodies were observed. The tolerability of treatment with once
weekly somatrogon was similar to that of somatropin (3,4). IGF-1 obtained 4 days (96 hours) after
somatrogon dosing was the best indicator of mean IGF-1 levels throughout the week (4,5).

Based on the dose findings of the phase 2 trial, a 12-month, open-label, multicenter, randomized, active-
controlled, parallel-group, phase 3 study was conducted as a noninferiority study comparing
somatrogon 0.66 mg/kg/week once weekly dose to somatropin administered once daily (0.24
mg/kg/week) in prepubertal children with GHD. The study demonstrated noninferiority of once-weekly
somatrogon vs daily somatropin for the primary endpoint of 12-month height velocity (10.10 cm/yr vs
9.78 cm/yr, respectively) and concluded that long-acting somatrogon and daily GH had similar safety
and tolerability profiles with the added benefit of less-frequent injection schedule afforded by
somatrogon (6,7).



Updated: 7/31/2023

Prepared on behalf of PES Drugs and Therapeutics Committee by Dania Al-Hamad, MD, and Christine
Yu, MD.

Edited by: Anna Ryabets-Lienhard, DO and Sowmya Krishna, MD

Reference:

1. https://www.pfizer.com/news/press-release/press-release-detail/fda-approves-pfizers-ngenlatm-
long-acting-once-weekly

2. Strasburger CJ, Vanuga P, Payer J, et al. MOD-4023, a long-acting carboxy-terminal peptide-
modified human growth hormone: results of a Phase 2 study in growth hormone-deficient adults.

3. Zelinska N, lotova V, Skorodok J, et al. Long-Acting C-Terminal Peptide-Modified hGH (MOD-
4023): Results of a Safety and Dose-Finding Study in GHD Children. J Clin Endocrinol Metab.
2017 May 1;102(5):1578-1587.

4. Zadik Z, Zelinska N, lotova V, et al.. Results from an open-label extension of the phase 2 dose
finding study of once weekly somatrogon vs daily genotropin in pediatric patients with growth
hormone deficiency (GHD). J Endocr Soc. 2021;5(Suppl_1):A684-A685.

5. Zadik Z, Zelinska N, lotova V, et al. An open-label extension of a phase 2 dose-finding study of
once-weekly somatrogon vs. once-daily Genotropin in children with short stature due to growth
hormone deficiency: results following 5 years of treatment. J Pediatr Endocrinol Metab. 2023 Feb
3;36(3):261-269.

6. Deal CL, Steelman J, Vlachopapadopoulou E, et al. Efficacy and Safety of Weekly Somatrogon
vs Daily Somatropin in Children With Growth Hormone Deficiency: A Phase 3 Study. J Clin
Endocrinol Metab. 2022 Jun 16;107(7):e2717-e2728.

7. Aristides K. Maniatisl1, , Mauri Carakushansky2, Sonya Galcheva3, et al. Treatment Burden of
Weekly Somatrogon vs Daily Somatropin in Children With Growth Hormone Deficiency: A
Randomized Study. Journal of the Endocrine Society, 2022, 6, 1-10.



https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.pfizer.com%2Fnews%2Fpress-release%2Fpress-release-detail%2Ffda-approves-pfizers-ngenlatm-long-acting-once-weekly&data=05%7C01%7CChristine.Yu%40stjude.org%7C817ae987198a426e975e08db8ba85b0b%7C22340fa892264871b677d3b3e377af72%7C0%7C0%7C638257327478073293%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=rjxZiJ%2FEGoxftdlMSB7YOcV763ricWn2xs8EX99b1Vw%3D&reserved=0
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.pfizer.com%2Fnews%2Fpress-release%2Fpress-release-detail%2Ffda-approves-pfizers-ngenlatm-long-acting-once-weekly&data=05%7C01%7CChristine.Yu%40stjude.org%7C817ae987198a426e975e08db8ba85b0b%7C22340fa892264871b677d3b3e377af72%7C0%7C0%7C638257327478073293%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=rjxZiJ%2FEGoxftdlMSB7YOcV763ricWn2xs8EX99b1Vw%3D&reserved=0

