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Pharmacology/Usage: Alpelisib, the active ingredient of Vijoice®, is a kinase inhibitor. It is an inhibitor of 
phosphatidylinositol-3-kinase (PI3K) with inhibitory activity predominantly against PI3Kα. Gain-of-function 
mutations in the gene encoding the catalytic α-subunit of PI3K (PIK3CA) lead to activation of PI3Kα and Akt-signaling, 
cellular transformation, and the generation of tumors in in vitro and in vivo models.  

Activating mutations in PIK3CA have been found to induce a spectrum of overgrowths and malformations 
comprising a wide group of clinically recognizable disorders commonly known as PIK3CA-Related Overgrowth 
Spectrum (PROS). 

Indication:   For the treatment of adult and pediatric patients 2 years of age and older with severe manifestations 
of PIK3CA-Related Overgrowth Spectrum (PROS) who require systemic therapy. This indication is approved under 
accelerated approval based on response rate and duration of response. Continued approval for this indication may 
be contingent upon verification and description of clinical benefit in a confirmatory trial(s).  

There is no pregnancy category for this medication; however, the risk summary indicates that based on animal data 
and mechanism of action, Vijoice® can cause fetal harm when administered to a pregnant woman. There are no 
available data in pregnant women to inform the drug-associated risk. Advise pregnant women of the potential risk 
to a fetus. Verify the pregnancy status in females of reproductive potential prior to starting Vijoice®. Advise females 
of reproductive potential to use effective contraception during treatment with Vijoice® and for 1 week after the last 
dose. Advise male patients with female partners of reproductive potential to use condoms and effective 
contraception during treatment with Vijoice® and for 1 week after the last dose. The safety and efficacy of use in 
the pediatric population below the age of 2 years have not been established. 

Dosage Form:  Film-Coated Tablets: 50mg, 125mg, and 200mg. Swallow tablets whole; do not split or chew. Do not 
use tablet if it is broken, cracked, or otherwise damaged at the time of opening the blister pack. 

Recommended Dosage: The recommended dosage in adult patients is 250mg PO QD, administered as 
recommended until disease progression or unacceptable toxicity. Take with food at about the same time each day.  
If a dose is missed, it can be taken with food within 9 hours after the time it is usually taken. After more than 9 hours, 
skip the dose for that day. The next day, take Vijoice® at the usual time. If the patient vomits after taking the dose, 
advise the patient not to take an additional dose on that day, and to resume the dosing schedule the next day at the 
usual time.  

For patients who are not able to swallow tablets, administer Vijoice® as an oral suspension with food. Place tablets 
in a glass containing 2 to 4 ounces of water and let it stand for about 5 minutes. Make the suspension with water 
only. Crush the tablets with a spoon and stir until an oral suspension is obtained. Administer the oral suspension 
immediately after preparation and discard if it is not administered within 60 minutes after preparation. After 
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administration of the oral suspension, add about 2-3 tablespoons of water to the same glass. Stir with the same 
spoon to re-suspend any remaining particles and administer the entire contents of the glass. Repeat if particles 
remain. 

For pediatric patients, the recommended initial dosage of Vijoice® is 50mg PO QD administered as recommended 
(see above) until disease progression or unacceptable toxicity. Consider a dose increase to 125mg QD in pediatric 
patients ≥6 years old for response optimization (clinical /radiological) after 24 weeks of treatment with Vijoice® at 
50mg QD. When a pediatric patient turns 18 years old, consider a gradual dose increase up to 250mg. Recommended 
dose increases by age group can be seen in the table below, which was adapted from the prescribing information. 

 Patient age Initial dose Dose increase 
2 to ˂6 years 50mg Not applicable* 

6 to ˂18 years 50mg 125mg 
   *A recommended increased dose has not been established. 

Dose modifications for adverse reactions may be required. Refer to the prescribing information for additional 
information. 

No clinically significant differences in the pharmacokinetics of alpelisib were predicted based on mild to moderate 
renal impairment or hepatic impairment. The effect of severe renal impairment on the pharmacokinetics of alpelisib 
is not known. 

Drug Interactions:  Alpelisib is metabolized by CYP3A4. Avoid the coadministration of Vijoice® with strong CYP3A4 
inducers.  

Avoid the use of Breast Cancer Resistance Protein (BCRP) inhibitors in patients treated with Vijoice®. If unable to use 
alternative drugs, when Vijoice® is used in combination with BCRP inhibitors, closely monitor for increased adverse 
reactions. Alpelisib is transported by BCRP. Concomitant use of Vijoice® with a BCRP inhibitor may increase alpelisib 
exposure, which may increase the risk of adverse reactions.  

Closely monitor CYP2C9 substrates where minimal concentration changes of the CYP2C9 substrate may reduce 
activity when used concomitantly with Vijoice®. Alpelisib induces CYP2C9. Concomitant use of Vijoice® with CYP2C9 
substrates may reduce exposure of these drugs, which may reduce activity. 

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 
(Vijoice®) for all grades. There was no placebo data to compare with in the prescribing information. The most 
frequently reported adverse events included diarrhea (16%), stomatitis (16%), hyperglycemia (12%), eczema (7%), 
dry skin (7%), alopecia (5%), headache (5%), and cellulitis (5%). 

Laboratory abnormalities included decreased calcium (corrected; 60%), decreased phosphate (59%), increased 
glucose (56%), increased HbA1c (38%), increased creatinine (31%), increased bilirubin (29%), increased potassium 
(24%), increased triglycerides (19%), decreased magnesium (18%), increased aspartate aminotransferase (AST; 
17%), increased cholesterol (13%), decreased albumin (13%), decreased sodium (12%), decreased potassium (12%), 
increased gamma glutamyl transferase (GGT; 11%), increased alanine aminotransferase (ALT; 10%), decreased 
leukocyte (22%), decreased hemoglobin (20%), decreased lymphocyte (20%), decreased neutrophil (19%), increased 
lymphocyte (17%), and decreased platelets (14%). 

Severe hypersensitivity reactions, including anaphylaxis and anaphylactic shock, have occurred in adult patients 
treated with alpelisib in the oncology setting and may occur in patients treated with Vijoice®. Vijoice® is not 
approved for use in the oncology setting. Permanently discontinue Vijoice® in the event of severe hypersensitivity. 
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Severe cutaneous adverse reactions (SCARs), including Stevens-Johnson syndrome (SJS), erythema multiforme (EM), 
toxic epidermal necrolysis (TEN), and drug reaction with eosinophilia and systemic symptoms (DRESS), have 
occurred in adults treated with alpelisib in the oncology setting and may occur in patients treated with Vijoice®. If 
signs or symptoms of SCARs occur, interrupt treatment until the etiology of the reaction has been determined. 
Consultation with a dermatologist is recommended. If a SCAR is confirmed, permanently discontinue Vijoice®. If a 
SCAR is not confirmed, Vijoice® may require dose modifications, topical corticosteroids, or oral antihistamine 
treatment. 

Severe hyperglycemia, in some cases associated with hyperglycemic hyperosmolar non-ketotic syndrome (HHNKS) 
or fatal cases of ketoacidosis, has occurred in adults treated with alpelisib in the oncology setting and may occur in 
patients treated with Vijoice®. In the EPIK-P1 study, Grade 1 or 2 hyperglycemia was reported in 12% of patients 
treated with Vijoice®. Before starting treatment with Vijoice®, test fasting plasma glucose (FPG), HbA1c and optimize 
blood glucose. After starting treatment with Vijoice®, monitor FPG at least once every week for the first 2 weeks, 
then at least once every 4 weeks, and as clinically indicated. Monitor HbA1c every 3 months and as clinically 
indicated. Monitor fasting glucose more frequently for the first few weeks during treatment in patients with risk 
factors for hyperglycemia, such as obesity, elevated FPG, HbA1c at the upper limit of normal or above, concomitant 
use of systemic corticosteroids, or age ≥75. If a patient experiences hyperglycemia after starting Vijoice®, monitor 
fasting glucose as clinically indicated, and at least twice weekly until fasting glucose decreases to normal levels. 
During treatment with anti-hyperglycemic medication, continue monitoring fasting glucose at least once a week for 
8 weeks, followed by once every 2 weeks and as clinically indicated. Consider consultation with a healthcare 
practitioner with expertise in the treatment of hyperglycemia and counsel patients on lifestyle changes. The safety 
of Vijoice® in patients with type 1 and uncontrolled type 2 diabetes has not been established. Patients with a history 
of DM may require intensified hyperglycemic treatment. Closely monitor patients with diabetes.  

Severe pneumonitis, including acute interstitial pneumonitis and interstitial lung disease, has occurred in adults 
treated with alpelisib in the oncology setting and may occur in patients treated with Vijoice®. Permanently 
discontinue Vijoice® in all patients with confirmed pneumonitis. 

Severe diarrhea, including cases resulting in dehydration and acute kidney injury, has occurred in adult patients 
treated with alpelisib in the oncology setting and may occur in patients treated with Vijoice®. Interrupt, reduce the 
dose, or permanently discontinue Vijoice® based on severity. 

Contraindications:  In patients with severe hypersensitivity to alpelisib or any of the ingredients of the product. 

Manufacturer:   Novartis Pharmaceuticals Corporation. 

Analysis:  The efficacy of Vijoice® was assessed in EPIK-P1, a single-arm clinical trial that included patients who were 
treated as part of an expanded access program for compassionate use which enrolled patients across 7 sites in 5 
countries (France, Spain, US, Ireland, and Australia). Eligible patients 2 years of age and older with PIK3CA-Related 
Overgrowth Spectrum (PROS) who received Vijoice® had clinical manifestations of PROS that were assessed by the 
treating physician as severe or life-threatening and necessitating systemic treatment and had documented evidence 
of mutation in the PIK3CA gene. 

The efficacy of Vijoice® was assessed in patients (N=37) with at least one target lesion identified on imaging 
performed within 24 weeks prior to receipt of the first dose of Vijoice®. The median age of included patients was 14 
years (range 2 to 38), while 22% were 2 to 5 years, 22% were 6 to 11 years, 27% were 12 to less than 18 years of 
age, and 30% were ≥18 years. In addition, 57% were female, 11% were white (and race was not reported for 89%), 
92% had congenital overgrowth, and 8% had early childhood-onset.  

The main efficacy outcome measure was the proportion of patients with radiological response at week 24 as 
determined by blinded independent central review (BICR), defined as a ≥20% reduction from baseline in the sum of 
measurable target lesion volume (1 to 3 lesions) confirmed by at least one subsequent imaging assessment, in the 
absence of a ≥20% increase from baseline in any target lesion, progression of non-target lesions, or appearance of 
a new lesion. An additional efficacy outcome measure was duration of response, defined as the time from the first 
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documented response to the date of the first documented disease progression or death due to any cause. Results 
are presented in the table below, which was adapted from the prescribing information. 

Endpoint Vijoice® 
(N=37) 

Response Rate 

Responders, n (%) 10 (27%) 

Duration of response 

Median, months Not reached 

% ≥6 months 70 

% ≥12 months 60 

Place in Therapy:   Vijoice® is oral kinase inhibitor indicated for the treatment of adult and pediatric patients 2 years 
of age and older with severe manifestations of PIK3CA-Related Overgrowth Spectrum (PROS) who require systemic 
therapy. This indication is approved under accelerated approval based on response rate and duration of response. 
Continued approval for this indication may be contingent upon verification and description of clinical benefit in a 
confirmatory trial(s). The efficacy of Vijoice® was assessed in a single-arm clinical study that included patients 2 years 
of age and older with PROS who had clinical manifestations of PROS that were evaluated by the treating physician 
as severe or life-threatening and necessitating systemic treatment and had documented evidence of mutation in 
the PIK3CA gene. The major efficacy outcome, the proportion of patients with radiological response at week 24, was 
27%. 

It is recommended that Vijoice® 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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