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Novartis Clinical Trial Results  

Sponsor 

Novartis 

Generic Drug Name 

BYL719 (alpelisib) 

Trial Indication(s) 

Not applicable. 

Protocol Number 

CBYL719A2103 

Protocol Title 

A single-center, open-label, randomized, five-period, ten-sequence crossover study to investigate the singular and joint effect of 
food and the histamine H2 -receptor antagonist (H2RA) ranitidine on the pharmacokinetics (PK) of oral alpelisib (BYL719) in healthy 
volunteers 

Clinical Trial Phase 

Phase I 

Phase of Drug Development 

Phase I 

Study Start/End Dates   

18-Nov-2015 to 04-March-2016 
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Reason for Termination  

Not applicable. 

Study Design/Methodology 

This was a single center, open-label, randomized study to investigate the impact of food and acid reducing agents (ARA) (alone or 
in combination) on the PK of oral alpelisib. The study employed a five period, ten sequence, Williams square crossover design, as it 
limited the influence of confounding covariates by allowing intra-subject comparison. 
Each subject received alpelisib administered in each of the five following conditions: 

• Treatment A: alpelisib in fasted condition (reference) 
• Treatment B: alpelisib with HFHC meal 
• Treatment C: alpelisib with LFLC meal 
• Treatment D: alpelisib co-administered with ranitidine in fasted condition 
• Treatment E: alpelisib co-administered with ranitidine with LFLC meal 

The period between each alpelisib administration was at least eight days (+ 14 days time window) to avoid any drug carryover 
effect. 
Twenty subjects were planned to be recruited and each subject was to be randomly assigned to one of the ten treatment 
sequences. 

Centers 

1 center in 1 country: Germany (1) 

Objectives: 

Primary objective(s) 

 To assess the impact of low fat low calorie (LFLC) meal and high fat high calorie (HFHC) meal on the rate and extent of 
absorption of alpelisib. 

 To assess the impact of co-administration of ranitidine and its effect on the rate and extent of absorption of alpelisib either 
fasted, or with LFLC meal 

Secondary objective(s) 

 To describe the PK of alpelisib either fasted or with LFLC or HFHC meal 

 To describe the PK of alpelisib with co-administration of ranitidine either fasted or with LFLC meal 

 To describe the PK of ranitidine when co-administered with alpelisib either fasted, or with LFLC meal 
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 To assess the safety and tolerability of alpelisib: 
o when administered either fasted or with LFLC or HFHC meal 
o when administered with or without ranitidine when fasted or with LFLC meal 

Test Product (s), Dose(s), and Mode(s) of Administration 

The investigational drug consisted of alpelisib tablets at dose strengths of 50 mg and 200 mg.  

Statistical Methods  

Three analysis sets were defined for the evaluation of data from this study: 
Full Analysis Set 
The Full Analysis Set (FAS) comprised of all randomized subjects 
Safety Set 
The Safety Set included all subjects who received at least one dose of study drug (alpelisib or ranitidine) and had at least one post-
baseline safety assessment. 
Pharmacokinetic analysis set 
The Pharmacokinetic analysis set (PAS) was used for all PK analyses and comprised of all subjects who received at least one 
scheduled dose of alpelisib and for the respective dose: 

 received all assigned doses of ranitidine in the applicable periods (treatments D and E) 

 have not vomited within four hours after dosing of alpelisib or ranitidine 

 have consumed >75% of the assigned meal in the applicable period (treatment B, C and E) 

 provided sufficient concentration data to support the calculation of at least one primary alpelisib PK parameter (Cmax or 

AUCinf) 

Study Population: Key Inclusion/Exclusion Criteria  

Inclusion criteria 

 Subject has signed the Informed Consent Form prior to any screening procedures being performed. 

 Subjects should be in good health as determined by no clinically significant findings from past medical history, physical e 

examination, vital signs, electrocardiogram. 

 Laboratory values (if not otherwise specified) within the reference range at the local laboratory, unless deemed not clinically 

significant by the Investigator or designee. 
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 Subject should not have significant illness, including infections, or hospitalization within the two weeks prior to dosing. 

Invasive systemic infections including fungal need to be fully resolved prior to screening. 

 Subjects willing to avoid or have consumed, grapefruit, grapefruit juices, grapefruit hybrids, Seville oranges, pummelos, 

pomegranates, cranberries and star fruits from two weeks prior to first dosing and until the end of the study. 

 Subject has not had any surgical or medical condition which might significantly alter the absorption, distribution, metabolism, 

or excretion of drugs, or which may jeopardize the subject’s safety in case of participation in the study. 

 Has not used any other investigational drugs (i.e. participation in any clinical investigation) within 30 days prior to dosing or 

longer if required by local regulation, or within five-half-lives of the investigational agent taken previously (whichever is longer). 

Exclusion criteria  

 Fertile male subjects, unless the study participant and his female partner agree to comply with highly effective contraception. Male 

subjects and their female partner should comply with highly effective contraception for the duration of the study and up to one week 

following the last study drug administration. 

 Subject had significant illness, including infections, or hospitalization within the two weeks prior to dosing. Invasive systemic infections 

including fungal were to be fully resolved prior to screening. 

 Subject had a contraindication or hypersensitivity to alpelisib or ranitidine or any of its excipients, derivatives, or metabolites from a 

similar class of study drug. 

 Subject used tobacco products (including e-cigarettes) within three months prior to first dosing. Urine cotinine levels were measured 

during screening for all subjects. Smokers were defined as any subject who reported use of tobacco products (smoker or nonsmoker) or 

had a positive urine cotinine test (>500 ng/ml).  

 Subject consumed alcohol within 48 hours prior to first dosing.  
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Participant Flow Table 

Subject disposition (Full analysis set) 
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Baseline Characteristics  

Demographics summary (Full analysis set) 
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Primary Outcome Result(s)  

Summary of primary PK parameters for alpelisib by treatment (Pharmacokinetic analysis set)
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Summary of statistical analysis of primary PK parameters for alpelisib (Pharmacokinetic analysis set) 
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Summary of primary PK parameters of alpelisib following co-administration with ranitidine including reference treatment 
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Summary of statistical analysis of primary PK parameters for alpelisib following co-administration with ranitidine 
including reference treatment (Pharmacokinetic analysis set) 
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Secondary Outcome Result(s) 
Summary of secondary PK parameters for alpelisib by treatment (Pharmacokinetic analysis set) 

 

 



 

 

Page 12 of 17 
 

Summary of secondary PK parameters for alpelisib following co-administration with ranitidine including reference 
treatment (Pharmacokinetic analysis set) 
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Summary of PK parameters intra- and inter-subject variability for alpelisib (Pharmacokinetic analysis set) 

 
 
 
Summary of PK parameters for ranitidine by treatment (Pharmacokinetic analysis set) 
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Safety Results  

Adverse events, regardless of study drug relationship, by primary system organ class (all grades) (Safety set) 
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Adverse events, regardless of study drug relationship, by preferred term (all grades) (Safety set) 
 

 

 

 

Serious Adverse Events and Deaths 

No deaths, SAEs, AEs leading to discontinuation or any other AEs of special interest were reported in the study. 

 

Conclusion: 

Alpelisib has been administered in most human cancer studies (including the first-in-man study) with a light meal. Data from the 
current study confirms that both Cmax and AUCinf increased in the presence of food compared to fasted condition. This conclusion 
is also strengthened by the result of the ARA part of the study, showing that ranitidine did not lead to a significant decrease in 
exposure when administered with a meal. In the absence of food, the decrease under ranitidine was more pronounced. 

Date of Clinical Trial Report 

04-Aug-2016 
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Swiss Authorization date and authorization number 

Swissmedic Approval Number: 67359 

Swissmedic Approval Date 24.03.2020 

Novartis Study Code 

 

CBYL719A2103 

 

EudraCT Number 

Not Applicable 

 
Planned and Actual Number of Patients  
 

Planned: 20 

Actual: 21 

Batch Numbers 

 

 

Information on comparators drug dosage, route of administration, batch numbers 

Not applicable 

 

Publication(s) 

Not applicable 
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Investigators & Information on Study Centers 

 

Investigator Facility Name 
Address 
Country 

Dr. med. Georg Golor PAREXEL International GmbH Early 
Phase Clinical Unit Berlin 
Berlin 14050 
Germany 

 


