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Pharmacology/Usage:  Sirolimus, the active ingredient of Hyftor®, is an mTOR (mammalian target of rapamycin) 
inhibitor immunosuppressant for topical use. The mechanism of action for its approved indication is not known. 
Tuberous sclerosis is associated with genetic defects in TSC1 and TSC2 which leads to the constitutive activation of 
mTOR. Sirolimus inhibits mTOR activation. 

Indication:  For the treatment of facial angiofibroma associated with tuberous sclerosis in adults and pediatric 
patients 6 years of age and older. 

There is no pregnancy category for this medication; however, the risk summary indicates that based on animal 
studies and mechanism of action, oral sirolimus can cause fetal harm when administered to a pregnant woman. 
Hyftor® is systemically absorbed after topical administration and may result in fetal exposure. The available data 
from case reports on use in pregnant women are not sufficient to assess for a drug-associated risk of major birth 
defects, miscarriage, or adverse maternal or fetal outcomes. Based on animal studies with oral sirolimus, Hyftor® 
may cause fetal harm when administered to pregnant women. Females of reproductive potential are recommended 
to avoid becoming pregnant and to use an effective contraceptive method. Effective contraception should be started 
before Hyftor® therapy and used throughout treatment and for 12 weeks after the final dose of Hyftor®. In addition, 
based on clinical findings and findings in animal studies, male and female fertility may be compromised by the 
treatment with sirolimus. The safety and efficacy of use in the pediatric population younger than 6 years of age have 
not been established. 

Dosage Form:  Topical Gel: 0.2%. Each gram contains 2mg sirolimus, which is solubilized in a gel consisting of 
alcohol 51%, carbomer 940, purified water, and trolamine. 

Recommended Dosage:  Complete all age-appropriate vaccinations as recommended by current immunization 
guidelines prior to starting Hyftor®. 

Apply Hyftor® to the skin of the face affected with angiofibroma BID (in the morning and at bedtime). The maximum 
recommended daily dosage is: 

• 600mg (2cm) for pediatric patients 6 to 11 years of age. 
• 800mg (2.5cm) for adults and pediatric patients 12 years of age and older. 

If symptoms do not improve within 12 weeks of treatment, reevaluate the need for continuing Hyftor®. Do not use 
with occlusive dressings. 

Drug Interactions:  Concomitant use of Hyftor® with inhibitors of CYP3A4 has the potential to increase the 
systemic exposure of sirolimus and increase the risk of Hyftor® adverse reactions. Thus, monitor for adverse 
reactions of Hyftor® if use with CYP3A4 inhibitors.   

Systemic exposure of drugs that are both substrates and inhibitors of CYP3A could be increased with the co-
administration with Hyftor®. Monitor for adverse reactions of such co-administered drugs. 
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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 
(Hyftor®) minus reported % incidence for vehicle. Please note that an incidence of 0% means the incidence was the same as 
or less than vehicle. The most frequently reported adverse events included dry skin (27%), application site irritation 
(9%), pruritus (4%), acne (7%), acneiform dermatitis (3%), ocular hyperemia (3%), skin hemorrhage (3%), and skin 
irritation (3%). 

In a 104-week, open-label safety trial, the most frequent adverse reactions associated with Hyftor® application were 
application site irritation (31%), dry skin (28%), acne (20%), pruritus (9%), eye irritation (9%), erythema (7%), 
acneiform dermatitis (6%), contact dermatitis (5%), solar dermatitis (1%), and photosensitivity reaction (1%). Adverse 
reactions occurred with similar frequency in adult and pediatric subjects 6 years of age and older. 

Hypersensitivity reactions have been associated with the oral administration of sirolimus. The concomitant use of 
Hyftor® with other drugs known to cause angioedema, such as ACE inhibitors, may increase the risk of developing 
angioedema. Elevated sirolimus levels (with or without concomitant ACE inhibitors) may also potentiate angioedema. 
Discontinue Hyftor® immediately if symptoms of hypersensitivity occur.  

Serious infections, including opportunistic infections, have been reported after oral administration of sirolimus. Cases 
of progressive multifocal leukoencephalopathy (PML), sometimes fatal, have been reported in patients treated with 
oral sirolimus. Discontinue Hyftor® immediately if symptoms of infection occur. 

Lymphoma and other malignancies, especially of the skin, have been observed after oral administration of sirolimus. 
Patients should minimize or avoid exposure to natural or artificial sunlight (tanning beds or UVA/B treatment) while 
using Hyftor®. If patients need to be outdoors while using Hyftor®, they should wear protective clothing and discuss 
other sun protection measures with their physician. 

Increased serum cholesterol and triglycerides requiring treatment have been observed with oral administration of 
sirolimus. Monitor for hyperlipidemia during treatment with Hyftor®. 

Cases of interstitial lung disease (ILD), some fatal, with no identified infectious etiology have occurred in patients 
receiving oral sirolimus. In some cases, the ILD has resolved upon discontinuation or dosage reduction of oral 
sirolimus. Discontinue Hyftor® immediately if symptoms of ILD occur. 

During treatment with Hyftor®, vaccinations may be less effective. Complete all age-appropriate vaccinations as 
recommended by current immunization guidelines prior to starting treatment with Hyftor®. The use of live vaccines 
should be avoided during treatment with Hyftor®.  

Contraindications:   In patients with a history of hypersensitivity to sirolimus or any other component of the 
product. 

Manufacturer:  Nobelpharma America, LLC. 

Analysis:  The safety and efficacy of Hyftor® were assessed in a single, randomized, double-blind, vehicle-controlled, 
multicenter, phase 3 trial that was conducted in Japan and included adults and pediatric patients 6 years of age and 
older with facial angiofibroma associated with tuberous sclerosis. Japanese subjects (N=62) with 3 or more 
angiofibromas (≥2 mm in diameter with redness in each) on the face were enrolled. Overall, 45% of subjects were 
male and 40% were between 6 and less than 18 years of age. In this trial, subjects were randomized to either Hyftor® 
or vehicle applied BID to the skin of their face affected with angiofibroma for 12 weeks. 

Efficacy was assessed by the investigator (live assessment) based on the composite improvement from baseline in 
size and redness of facial angiofibroma, using subjects’ baseline photographs as reference. The proportion of subjects 
assessed as ‘Improved’ or ‘Markedly Improved’ at week 12 is presented in the table below, which was adapted from 
the prescribing information. Note that an assessment of ‘Improved’ was defined as at least a 50% reduction in the 
size and a 2-level reduction in redness, while an assessment of ‘Markedly Improved’ was defined as at least a 75% 
reduction in the size and a 3-level reduction in redness. 
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Proportion of subjects assessed by the 
Investigator as: 

Hyftor® 
(N=30) 

Vehicle 
(N=32) 

‘Improved’ or ‘Markedly Improved’ 23% 6% 

NNT calculated by CHC 6 

‘Improved’ 13% 3% 

‘Markedly Improved’ 10% 3% 

Place in Therapy:  Hyftor®, an mTOR inhibitor immunosuppressant, is a topical sirolimus gel that is indicated for 
the treatment of facial angiofibroma associated with tuberous sclerosis in adults and pediatric patients 6 years of age 
and older. It is the first and only FDA-approved topical gel with this indication. A single, randomized, vehicle-
controlled, double-blind study assessed the safety and efficacy of Hyftor® in 62 Japanese adult and pediatric patients 
6 years of age and older. A greater number of patients in the Hyftor®-treated group were assessed by the 
investigator as ‘improved’ or ‘markedly improved’ as compared with the vehicle-treated group. One noted reference 
source suggests that laser therapy and dermabrasion may improve disfiguring skin lesions associated with tuberous 
sclerosis complex. Topical mTOR inhibitors, including sirolimus, are listed as “possibly” improving lesions.2 

It is recommended that Hyftor® should be non-preferred in order to confirm the appropriate diagnosis and clinical 
parameters for use.   

 

PDL Placement:        Preferred 
    Non-Preferred 
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