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Novartis CTRD Results Template 
 

Sponsor 

Novartis 

Generic Drug Name 

Valsartan 

Therapeutic Area of Trial 

Pediatric hypertension 

Approved Indication 

Indicated for the treatment of hypertension.  

Protocol Number 

CVAL489K1101 

Title 

A multicenter, open-label, single-dose study to evaluate the pharmacokinetics of valsartan in 

Japanese pediatric patients 6 to 14 years of age 

Phase of Development 

Phase I 

  

Study Start/End Dates  

11 Aug 2011 to 08 Oct 2011 

Study Design/Methodology 

Multicenter, open-label, single dose study to evaluate the pharmacokinetics (PK) of valsartan in 

6-14 year old Japanese pediatric patients with hypertension, chronic kidney disease (CKD), or 

nephrotic syndrome. Patients with body weight < 35 kg and ≥ 35 kg were treated with a single 

dose of 20 mg and 40 mg valsartan, respectively. 

 

Centres 

3 centers in 1 country: Japan (3) 
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Publication 

None 

 

Outcome measures 

 

Primary outcome measures(s) 

 Area under the plasma (or serum or blood) concentration-time curve (AUC) of valsartan 

in plasma: up to 24 hours post-dose  

 Observed maximum plasma (or serum or blood) concentration following drug 

administration (Cmax) of valsartan in plasma: up to 24 hours post-dose   

 Time to reach the maximum concentration after drug administration (Tmax) of valsartan 

in plasma: up to 24 hours post-dose   

 Terminal elimination half-life (T1/2) of valsartan in plasma: up to 24 hours post-dose   

 Apparent systemic (or total body) clearance from plasma (or serum or blood) following 

extravascular administration (CL/F) of valsartan in plasma: up to 24 hours post-dose   

Secondary outcome measures(s) 

 Electrocardiogram (ECG) evaluations: 24 hours post-dose 

 Standard clinical laboratory evaluations: 24 hours post-dose 

 Vital signs: 2, 4, and 24 hours post-dose 

 Physical examination: 24 hours post-dose 

 Number and severity of adverse events (AEs): Up to 24 hours post-dose 

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

Valsartan 20 mg tablet and Valsartan 40 mg tablet were administered orally. Patients with body 

weight < 35 kg and ≥ 35 kg were treated with a single dose of 20 mg and 40 mg valsartan, 

respectively. 

Statistical Methods 

Descriptive statistics of PK parameters included mean, SD, and CV, min and max. When a 

geometric mean was presented it was stated as such. Since Tmax is generally evaluated by a 

nonparametric method, median values and ranges were given for this parameter. The relationship 

between PK parameters (AUC and Cmax) and weight adjusted dose (dose/weight) was explored.  

 

Descriptive statistics were used to assess the safety and tolerability endpoints. Summary tables 

with the number, percentage, and severity of AEs were provided to assess safety and tolerability 

per treatment group. The number and percentage of subjects with AEs was tabulated by body 

system and preferred term with a breakdown by treatment group.  

 

 

 

Study Population: Inclusion/Exclusion Criteria and Demographics 
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Key inclusion criteria 

 Japanese pediatric patients with hypertension, chronic kidney disease, or nephrotic 

syndrome 

 

Key exclusion criteria 

 GFR < 30 mL/min/1.73 m2 

 Inability to safely tolerate the temporary discontinuation of concomitant antihypertensive 

medications (expect amlodipine or atenolol) from 24 hours prior to study drug 

administration to study completion. 

 Inability to safely tolerate the temporary discontinuation of any drug known or suspected 

to effect hepatic or renal clearance capacity from 24 hours prior to study drug 

administration to study completion (this includes drugs that are known to cause induction 

or inhibition of hepatic enzymes). 

  

Other protocol defined inclusion/exclusion criteria applied. 



 
 

Page 4 of 16 

 

Participant Flow 

 Valsartan 
20 mg 

Valsartan 
40 mg 

All 
subjects 

 n (%) n (%) n (%) 

Subjects    

Enrolled 6 6 12 

Completed 6 

(100%) 

6 

(100%) 

12 

(100%) 

 

 

Baseline Characteristics  

  Valsartan  
20 mg 

Valsartan  
40 mg 

All subjects 

  N=6 N=6 N=12 

Age (years) Mean 8.5 11.5 10.0 

 (SD) (1.05) (1.64) (2.04) 

 Range 7-10 9-14 7-14 

Height (cm) Mean 128.5 155.8 142.2 

 (SD) (5.47) (8.45) (15.80) 

 Range 124-139 143-165 124-165 

Weight (kg)  Mean 26.10 48.40 37.25 

 (SD) (4.872) (8.398) (13.359) 

 Range 20.2-32.1 38.8-61.3 20.2-61.3 

BMI (kg/m
2
) Mean 15.71 20.03 17.87 

 (SD) (2.110) (3.710) (3.654) 

 Range 13.14-18.27 15.35-24.95 13.14-24.95 

Gender – n (%) Male 6 (100) 2 (33.3) 8 (66.7) 

 Female 0 (0.0) 4 (66.7) 4 (33.3) 

Race – n (%) Asian 6 (100) 6 (100) 12 (100) 

Ethnicity – n (%) Japanese 6 (100) 6 (100) 12 (100) 

Disease – n (%) Chronic kidney 
disease (CKD) 

3 (50.0) 3 (50.0) 6 (50.0) 

 Nephrotic 
syndrome 

1 (16.7) 0 (0.0) 1 ( 8.3) 

 CKD + 
Hypertension 

2 (33.3) 3 (50.0) 5 (41.7) 

  BMI = body mass index 
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Outcome measures 

 

Primary Outcome Result(s)  

 

Summary statistics of PK parameters per treatment group 

 

Valsartan 20 mg 
(Weight < 35 kg) 
N=6 

Valsartan 40 mg 
(Weight >= 35 kg 
N=6 

All 
treatments 
N=12 

PK parameter Mean ± SD (CV%) Mean ± SD (CV%) Mean ± SD (CV%) 

Cmax (ng/mL) 2450 ± 856 (35.0) 2110 ± 837 (39.7)  

Cmax/dose (ng/mL/mg) 122 ± 42.8 (35.0) 52.7 ± 20.9 (39.7) 87.5 ± 48.5 (55.4) 

Cmax-adjusted 
(ng*kg/mL/mg) # 

3120 ± 1080 (34.6) 2460 ± 850 (34.5) 2790 ± 986 (35.4) 

AUClast (hr*ng/mL) 12000 ± 3850 (32.1) 11300 ± 6130 (54.2)  

AUClast/dose 
(hr*ng/mL/mg) 

600 ± 192 (32.1) 283 ± 153 (54.2) 441 ± 234 (53.1) 

AUClast-adjusted 
(hr*ng*kg/mL/mg) # 

15400 ± 5350 (34.7) 13200 ± 6900 (52.1) 14300 ± 5990 (41.9) 

AUCinf (hr*ng/mL) 12300 ± 3930 (32.0) 11800 ± 6610 (56.0)  

AUCinf/dose 
(hr*ng/mL/mg) 

615 ± 197 (32.0) 295 ± 165 (56.0) 455 ± 241 (52.9) 

AUCinf-adjusted 
(hr*ng*kg/mL/mg) # 

15800 ± 5620 (35.5) 13800 ± 7490 (54.2) 14800 ± 6400 (43.2) 

T1/2(hr) 4.9 ± 0.763 (15.6) 5.2 ± 0.864 (16.6) 5.05 ± 0.792 (15.7) 

CL/F (L/hr) 1.82 ± 0.72 (39.7) 4.44 ± 2.46 (55.5) 3.13 ± 2.2 (70.5) 

CL/F/weight (L/hr/kg) 
@

 0.071 ± 0.027 (37.7) 0.093 ± 0.047 (51.2) 0.082 ± 0.038 (47.1) 

Tmax (hr) 
$
 2.03 (1.92-2.08) 2.02 (1.93-2.1) 2.02 (1.92-2.1) 

# Adjusted = body-weight adjusted dose normalized = (PK result/dose) × weight (pre-dose) 

@ Adjusted by body weight = PK parameter / weight at pre-dose 

$ Median (range) 
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Secondary Outcome Result(s) 

 Electrocardiogram (ECG) evaluations: 24 hours post-dose 

Summary of ECG intervals: Valsartan 20 mg tablet 

 

 

SCR: Screening, EOS: End of study (24 hours post-dose) 

Summary of ECG intervals: Valsartan 40 mg tablet  

 

 

SCR: Screening, EOS: End of study (24 hours post-dose) 
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 Standard clinical laboratory evaluations: 24 hours post-dose 

Summary of biochemistry: Valsartan 20 mg tablet  
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SCR: Screening, EOS: End of study (24 hours post-dose) 

Summary of biochemistry: Valsartan 40 mg tablet 
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SCR: Screening, EOS: End of study (24 hours post-dose) 

Summary of hematology: Valsartan 20 mg tablet  
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SCR: Screening, EOS: End of study (24 hours post-dose) 

Summary of hematology: Valsartan 40 mg tablet  

 

 

SCR: Screening, EOS: End of study (24 hours post-dose) 
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Summary of urinalysis: Valsartan 20 mg tablet  

 

 

SCR: Screening, EOS: End of study (24 hours post-dose) 

Summary of urinalysis: Valsartan 40 mg tablet  
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SCR: Screening, EOS: End of study (24 hours post-dose) 

 

 Vital signs: 2, 4, and 24 hours post-dose 

Summary of vital signs: Valsartan 20 mg tablet 
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SCR: Screening, EOS: End of study (24 hours post-dose) 

 

Summary of vital signs: Valsartan 40 mg tablet 
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SCR: Screening, EOS: End of study (24 hours post-dose) 

 

 Physical examination: 24 hours post-dose 

Significant findings made after the drug administration which meet the definition of an AE were 

to be recorded as AEs. There were no such results. 

 

 

Safety Results  

 

 

 Number and severity of adverse events: Up to 24 hours post-dose 

Adverse Events by System Organ Class 
 

 Valsartan  
20 mg 

Valsartan  
40 mg 

All 
subjects 

System organ class N=6 N=6 N=12 

Preferred term nE/nS (%) nE/nS (%) nE/nS (%) 

Any body system 0/0 (0.0) 5/3 (50.0) 5/3 (25.0) 

Blood and lymphatic system disorders 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Leukocytosis 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

General disorders and administration site 
conditions 

0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Feeling abnormal 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Investigations 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Blood pressure diastolic decreased 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Vascular disorders 0/0 (0.0) 2/1 (16.7) 2/1 (8.3) 

Hypotension 0/0 (0.0) 2/1 (16.7) 2/1 (8.3) 

  N = number of subjects studied, nE = number of AEs in the category 

  nS = number of subjects with at least one AE in the category, % = 100 × (nS/N) 
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Severity of all AEs by preferred term 

  Valsartan  
20 mg 

Valsartan  
40 mg 

All 
subjects 

  N=6 N=6 N=12 

Preferred term Severity nE/nS (%) nE/nS (%) nE/nS (%) 

Any body system  0/0 (0.0) 5/3 (50.0) 5/3 (25.0) 

Leukocytosis Mild 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Feeling abnormal Mild 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Blood pressure 
diastolic decreased 

Mild 0/0 (0.0) 1/1 (16.7) 1/1 (8.3) 

Hypotension Mild 0/0 (0.0) 2/1 (16.7) 2/1 (8.3) 

  N = number of subjects studied, nE = number of AEs in the category 

  nS = number of subjects with at least one AE in the category, % = 100 × (nS/N) 
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10 Most Frequently Reported AEs Overall by Preferred Term n (%) 

Serious Adverse Events and Deaths 

 Valsartan  
20 mg 

Valsartan  
40 mg 

All 
subjects 

 N=6 N=6 N=12 

 nE/nS (%) nE/nS (%) nE/nS (%) 

Serious Adverse Events (SAEs) 0/0 (0.0) 0/0 (0.0) 0/0 (0.0) 

Deaths 0/0 (0.0) 0/0 (0.0) 0/0 (0.0) 

N = number of subjects studied, nE = number of AEs in the category 

nS = number of subjects with at least one AE in the category, % = 100 × (nS/N) 

 

 

Other Relevant Findings 

None 

Date of Clinical Trial Report 

20 Mar 2012 

 

Date Inclusion on Novartis Clinical Trial Results Database 

20 AUG 2012 

 

Date of Latest Update 

 

 

 
 


