
 
PDL DRUG REVIEW 

       Proprietary Name:  Skytrofa®  
         Common Name: lonapegsomatropin-tcgd 
         PDL Category:  Growth Hormone 

 

 
 

 

Summary 

 

  1  
 

 Comparable Products   Preferred Drug List Status 
 Norditropin               Preferred with Conditions 
 Nutropin     Preferred with Conditions   
   

Pharmacology/Usage:   Lonapegsomatropin-tcgd, the active ingredient of Skytrofa®, is a long-acting prodrug of a 
human growth hormone (somatropin) produced by recombinant DNA technology using E. coli.  It is a pegylated 
human growth hormone (somatropin). Somatropin binds to the growth hormone (GH) receptor in the cell 
membrane of target cells resulting in intracellular signal transduction and a host of pharmacodynamic effects. It has 
direct tissue and metabolic effects, and indirect effects mediated by insulin-like growth factor-1 (IGF-1), including 
stimulation of chondrocyte differentiation and proliferation, stimulation of hepatic glucose output, protein 
synthesis, and lipolysis. Somatropin stimulates skeletal growth in pediatric patients with growth hormone deficiency 
(GHD) as a result of effects on the growth plates (epiphyses) of long bones. 

Indication:   For the treatment of pediatric patients 1 year and older who weigh at least 11.5kg and have growth 
failure due to inadequate secretion of endogenous growth hormone (GH).  

There is no pregnancy category for this medication; however, the risk summary indicates that there are no available 
data with use in pregnant patients to assess for a drug-associated risk of major birth defects, miscarriage, or adverse 
maternal or fetal outcomes. Available published data over several decades for somatropin, the active component of 
lonapegsomatropin-tcgd, have not identified a drug-associated risk of major birth defects, miscarriage, or adverse 
maternal or fetal outcomes. The safety and efficacy of use in the pediatric population less than 1 year of age have 
not been established. 

Dosage Form: Lyophilized powder in a single-dose, dual-chamber, prefilled cartridge containing lonapegsomatropin-
tcgd in one chamber and diluent (Water for injection) in the other chamber, in the following strengths: 3mg, 3.6mg, 
4.3mg, 5.2mg, 6.3mg, 7.6mg, 9.1mg, 11mg, and 13.3mg. 

The Skytrofa® cartridge has been designed for use only with the Skytrofa® Auto-Injector. If refrigerated, the 
Skytrofa® cartridge must be kept at room temperature for 15 minutes before use. The Skytrofa® Auto-Injector 
provides a fully automated reconstitution of the lyophilized drug product which is followed by a manual mixing step 
controlled by the device. When the injection needle is inserted into the skin, the device automatically delivers the 
drug product. Use Skytrofa® cartridges within 4 hours after reconstitution. Discard reconstituted Skytrofa® after 4 
hours when stored at room temperature. 

Recommended Dosage:   For SC injection, once-weekly, into the abdomen, buttock, or thigh. Rotate injection sites 
between and within regions. Therapy with Skytrofa® should be supervised by a physician who is experienced in the 
diagnosis and management of pediatric patients with growth failure due to growth hormone deficiency (GHD). To 
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exclude pre-existing papilledema, perform fundoscopic examination before starting treatment with Skytrofa® and 
reassess periodically thereafter. 

The recommended dose of Skytrofa® for treatment-naïve patients and patients switching from daily somatropin 
therapy is 0.24mg/kg, given once-weekly. Individualize and titrate the dosage of Skytrofa® based on response. When 
changing from daily somatropin therapy to once-weekly Skytrofa®, wait at least 8 hours between the final dose of 
daily somatropin and the first dose of once-weekly Skytrofa®. Assess compliance and evaluate other causes of poor 
growth such as hypothyroidism, under-nutrition, advanced bone age, and antibodies to recombinant human growth 
hormone if patients experience failure to increase height velocity, especially during the first year of treatment. 
Discontinue Skytrofa® once epiphyseal fusion has occurred. 

Specific studies have not been performed with Skytrofa® in patients with renal or hepatic impairment. 

Drug Interactions:  Patients treated with glucocorticoid replacement for hypoadrenalism may require an increase in 
the maintenance or stress doses following initiation of Skytrofa®. 

Pharmacologic glucocorticoid therapy and supraphysiologic glucocorticoid treatment may attenuate the growth-
promoting effects of Skytrofa® in pediatric patients. Carefully adjust glucocorticoid replacement dosing in pediatric 
patients receiving glucocorticoid treatments to avoid both hypoadrenalism and an inhibitory effect on growth. 

Careful monitoring is advisable when Skytrofa® is administered in combination with drugs metabolized by CYP450 
liver enzymes. 

Oral estrogens may reduce the serum insulin-like growth factor-1 (IGF-1) response to Skytrofa®. Patients receiving 
oral estrogen replacement may require higher Skytrofa® dosages. 

Treatment with Skytrofa® may decrease insulin sensitivity, especially at higher doses. Patients with diabetes mellitus 
may require adjustment of their doses of insulin and/or other antihyperglycemic agents. 

Box Warning:  There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Skytrofa®) minus reported % incidence for daily somatropin. Please note that an incidence of 0% means the incidence 
was the same as or less than comparator. The most frequently reported adverse events included infection, viral 
(4%), pyrexia (6%), cough (4%), nausea and vomiting (4%), hemorrhage (5%), diarrhea (1%), abdominal pain (2%), 
and arthralgia and arthritis (4%). 

Increased mortality in patients with acute critical illness due to complications following open heart surgery, 
abdominal surgery, or multiple accident trauma, or those with acute respiratory failure has been reported after 
treatment with doses of somatropin. The safety of continuing Skytrofa® treatment in patients receiving replacement 
doses for the approved indication who concurrently develop these illnesses has not been established. 

Serious systemic hypersensitivity reactions including anaphylactic reactions and angioedema have been reported 
with post-marketing use of somatropin products. Do not use Skytrofa® in patients with known hypersensitivity to 
somatropin or any of the excipients of the product. 

There are multiple other warnings that are consistent with other somatropin products and some that are specific to 
Skytrofa®. Package warnings should be reviewed carefully. Only a few of these warnings are listed here. 

When Skytrofa® is administered subcutaneously at the same site over a long period of time, lipoatrophy may result. 
Rotate injection sites when administering Skytrofa® to reduce this risk. 

There have been reports of fatalities after starting therapy with somatropin in pediatric patients with Prader-Willi 
syndrome who had one or more of the following risk factors, including severe obesity, history of upper airway 
obstruction or sleep apnea, or unidentified respiratory infection. Male patients with one or more of these factors 
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may be at greater risk than females. Skytrofa® is not indicated for the treatment of pediatric patients who have 
growth failure due to genetically confirmed Prader-Willi syndrome. 

Contraindications:  In patients with: 

• Acute critical illness after open heart surgery, abdominal surgery, or multiple accidental trauma, or those 
with acute respiratory failure due to the risk of increased mortality with use of pharmacologic doses of 
somatropin 

• Hypersensitivity to somatropin or any of the excipients in Skytrofa® 

• Closed epiphyses 

• Active malignancy due to the risk of malignancy progression 

• Active proliferative or severe non-proliferative diabetic retinopathy because treatment with somatropin 
may worsen this condition 

• Prader-Willi syndrome who are severely obese, have a history of upper airway obstruction or sleep apnea, 
or have severe respiratory impairment due to the risk of sudden death 

Manufacturer:  Ascendis Pharma, Inc. 

Analysis:   The safety and efficacy of Skytrofa® were assessed in a multicenter, randomized, open-label, active-
controlled, parallel-group phase 3 study that was conducted in treatment-naïve, prepubertal pediatric subjects 
(N=161) with growth hormone deficiency (GHD). Of these, 105 received once-weekly Skytrofa® and 56 received daily 
somatropin. The dose in both groups was 0.24mg/kg/week. The age of the included subjects ranged from 3.2 to 13.1 
years, with a mean age of 8.5 years. In addition, 82% (N=132) were male and 152 were Caucasian. The subjects had 
a mean baseline height SDS (standard deviation score) of -2.9.  

The primary efficacy endpoint was annualized height velocity at week 52. Results suggested that treatment with 
once-weekly Skytrofa® for 52 weeks resulted in an annualized height velocity of 11.2 cm/year. Subjects treated with 
daily somatropin achieved an annualized height velocity of 10.3cm/year after 52 weeks. Results are presented in 
the table below, which was adapted from the prescribing information. 

 
Skytrofa® QW 

(N=105) 
Somatropin QD 

(N=56) 
Treatment 
difference 

Annualized height 
velocity (cm/year) 

11.2 10.3 0.9 

Height SDS (change from baseline) was 1.1 in the Skytrofa® group and 0.96 in the daily somatropin arm at week 52. 
Results can be seen in the table below, which was adapted from the prescribing information. 

  Skytrofa® QW (N=105) Somatropin QD (N=56) 

 Height SDS, baseline -2.9 -3.0  

Height SDS, change from 
baseline 

1.1 0.96 

Place in Therapy:  Skytrofa® is a long-acting pegylated human growth hormone (somatropin) for once-weekly 
subcutaneous injection indicated for the treatment of pediatric patients 1 year of age and older who weigh at least 
11.5kg and have growth failure due to inadequate secretion of endogenous growth hormone. To exclude pre-
existing papilledema, perform fundoscopic examination before starting Skytrofa® treatment and reassess 
periodically thereafter. The safety and efficacy of Skytrofa® were assessed in a randomized, open-label, active-
controlled phase 3 study that compared once-weekly Skytrofa® with daily somatropin in 161 treatment-naïve 
prepubertal pediatric subjects with growth hormone deficiency. Treatment with once-weekly Skytrofa® for 52 
weeks resulted in an annualized height velocity (primary efficacy endpoint) of 11.2 cm/year, while subjects treated 
with daily somatropin achieved an annualized height velocity of 10.3cm/year after 52 weeks of treatment (p=0.009). 
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Per the full-text by Thornton et al2, Skytrofa® demonstrated non-inferiority and superiority over daily somatropin. 
The authors noted that the treatment difference in annualized height velocity favored Skytrofa® starting at week 5 
and continued to the end of the trial, becoming statistically significant from week 26 onward. In addition, there were 
no serious adverse events related to study drug and no adverse event led to treatment discontinuation or death. 
The rates of adverse events and serious adverse events were similar between groups. The authors concluded that 
this trial met its objective of non-inferiority in annualized height velocity and further demonstrated superiority of 
Skytrofa® to daily somatropin, with a similar safety profile.  

There is some evidence at this time to suggest that once-weekly Skytrofa® may be more effective than once-daily 
somatropin for annualized height velocity in a trial that compared fixed doses; but there is no evidence to support 
that Skytrofa® is safer than once daily somatropin or safer/more effective than currently preferred, more cost-
effective medications when dosed based on growth velocity and lab parameters. It is therefore recommended that 
Skytrofa® remain non-preferred and require prior authorization and be available to those who are unable to tolerate 
or who have failed on preferred medications.    

PDL Placement:        Preferred 
    Non-Preferred with Conditions 
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