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Sponsor 

Novartis 

 

Generic Drug Name 

Pradigastat 

 

Therapeutic Area of Trial 

Chylomicronemia 

 

Approved Indication 

Investigational 

 

Protocol Number 

CLCQ908B2101 

 

Title 

An open-label, single-dose, parallel group study to evaluate the pharmacokinetics of  

pradigastat  in subjects with mild, moderate and severe hepatic impairment compared to 

healthy control subjects 

Study Phase 

Phase I  

Study Start/End Dates  

24-Apr-2012 to 02-Apr-2013 

Study Design/Methodology 

An open-label, single-dose, parallel group study to evaluate the pharmacokinetics of  

pradigastat (LCQ908) in subjects with mild, moderate and severe hepatic impairment 

compared to healthy control subjects. 

This is a two-part study, single-dose, open label, parallel-group design in subjects with mild, 

moderate and severe hepatic impairment along with matched healthy control subjects with 

normal hepatic function. Healthy subjects were matched pair-wise by sex, race, age (±10 

years) and weight (±20%) to subjects with hepatic impairment. 

Part I primary objective was to characterize the single-dose pharmacokinetics (PK) of 20 mg 

of pradigastat in subjects with mild and moderate hepatic impairment in comparison to 

matched healthy control subjects. 

Part II primary objective was to characterize the single-dose PK of pradigastat (5, 10 or 20 

mg, dose determined by Part I data) in subjects with severe hepatic impairment in comparison 

to matched healthy control subjects. 
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For both parts of the study there was up to 21-day screening period, one treatment period 

followed by a Study Completion evaluation approximately 28 days after the drug 

administration. 

 

Centers 

2 centers in USA 

 

Publication 

None 

 

 

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

One single oral tablet of pradigastat 20 mg 

 

 

Statistical Methods  

Pharmacokinetics: The PK parameters were summarized for each hepatic impairment 

category and for matched healthy volunteers per hepatic impairment category as well as a 

combined group by dose level. 

The PK parameters of pradigastat (AUClast, AUCinf, Cmax, CL/F) were compared for each 

hepatic impairment group (mild, moderate and severe) vs. the matched control group. Log-

transformed PK parameters were analyzed separately using a linear mixed effects model with 

group as fixed effect and matched pair as random effect. Least square means for each group as 

well as contrasts between each hepatic impairment group and control with corresponding 90% 

CI on the log-scale was calculated. Back-transformed ratios and 90% CI were provided. 

Plasma protein binding (PPB) results were >99% for all the subjects and comparable between 

hepatic impaired and control subjects, therefore the unbound PK parameters were calculated 

but not summarized. 

 

Safety: All vital signs, ECG, laboratory data was listed by hepatic impairment group, subject, 

and visit/time and if ranges were available abnormalities were flagged. Summary statistics 

were provided by hepatic impairment group and visit/time. 

 

Study Population: Inclusion/Exclusion Criteria and Demographics 

Key inclusion criteria: 

 

      All individuals: 

 Male and female subjects aged 18 to 65 years (inclusive). Subjects were required 

to weigh at least 50 kg to participate in the study and were required to have a 

body mass index (BMI) within the range of 18 to 38 kg/m2. 
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Individuals with hepatic impairment only 

 Hepatic impairment evidenced by a Child-Pugh score 

Mild hepatic impairment defined Child-Pugh Class A  

(5-6 points) 

Moderate hepatic impairment defined Child-Pugh Class B (7-9 points) 

Severe hepatic impairment defined Child-Pugh Class C (10-15 points). 

 

Healthy subjects only  

 Good health determined. 

 

Key exclusion criteria: 

All Individuals 

 A past medical history of clinically significant ECG abnormalities or a family 

history of a prolonged QT-interval syndrome. 

 Female subjects must be of non child bearing potential or use an effective 

method of contraception. 

Individuals with hepatic impairment 

 History of drug or alcohol abuse within 3 months prior to dosing. 

 History or presence of significant uncontrolled disease of any major organ class. 

 Any surgical or medical condition other than hepatic impairment which might 

alter the drug metabolism. 

Healthy subjects 

 History or presence of significant uncontrolled disease of any major organ class. 

 Any surgical or medical condition other than hepatic impairment which might 

alter the drug metabolism. 

 History or presence of hepatitis B or C and/or positive Hepatitis B surface 

antigen (HBsAg) or Hepatitis C test result at screening. 

 

Participant Flow 

 

Subject disposition – n (percent) of subjects by group (Safety analysis set) 
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Baseline Characteristics  

 
Demographic summary and background characteristics by group (Safety analysis set) 

 

 

 
 

 

Outcome Measures 

 

Primary Outcome Results 

 

 Area under the plasma concentration-time profile from time zero to the time of the last 

quantifiable concentration (AUClast) of LCQ908 for part I of the study. 
 

 Area under the plasma concentration-time profile from time zero extrapolated to 

infinite time [AUC(0-inf)] of LCQ908 for part I of the study. 
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 Maximum plasma concentration of LCQ908 (Cmax) for Part I of the study. 

 

 The apparent systemic clearance (CL/F) of LCQ908 following extra vascular 

administration for Part I of the study. 

 

 Area under the plasma concentration-time profile from time zero to the time of the last 

quantifiable concentration (AUClast) of LCQ908 for Part II of the study. 

 

 Area under the plasma concentration-time profile from time zero extrapolated to 

infinite time [AUC(0-inf)] of LCQ908 for Part II of the study. 

 

 Maximum plasma concentration of LCQ908 (Cmax) for Part II of the study. 

 

 The apparent systemic clearance (CL/F) of LCQ908 following extra vascular 

administration for Part II of the study. 

             

Secondary Outcome Result(s) 

 

 Number of participants with adverse events, serious adverse events and death (for both 

Part I and Part II). 

 Time to maximum plasma concentration of LCQ908 (Tmax) (for both Part I and Part 

II). 

 The time required for the concentration of the drug to reach half of its original value 

(T1/2) (for both Part I and Part II).  

 

 The apparent volume of distribution of LCQ908 during the terminal elimination phase 

following extra vascular administration (Vz/F) (for both Part I and Part II). 

 LCQ908 protein binding: unbound area under curve (AUCu) of LCQ908 (for both 

Part I and Part II). 

 

 LCQ908 protein binding: unbound observed maximum plasma (Cmax) of LCQ908 

(for both Part I and Part II). 

 

 LCQ908 protein binding: unbound apparent systemic clearance from plasma (CL/Fu) 

following extra vascular administration (for both Part I and Part II). 
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Summary statistics for PK parameters for pradigastat for hepatic impaired and matching 
healthy subjects by compound, matrix, analyte, and actual group (Pharmacokinetic 
analysis set) 

 

 

Safety and tolerability were secondary outcome of the study. Please see Safety Results 

section. 
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Safety Results  

Incidence of AEs by primary system organ class - n (percent) of subjects by group (Safety 
analysis set) 

 

 

 
Incidence of AEs by preferred term - n (percent) of subjects by group (Safety analysis 
set) 
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Brief summary of adverse events and serious adverse events by group (Safety analysis 

set) 
 

 
 
 

 

No deaths were reported during the study or 30-day follow-up period. 

 

 

Other Relevant Findings 

None  

 

Date of Clinical Trial Report 

03-March-2014 

 

Date Inclusion on Novartis Clinical Trial Results Database 

 

02-April-2014 

 

Date of Latest Update 

 

 

27-March-2014 


