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Sponsor 

Novartis 
 

Generic Drug Name 

SAF312 

Therapeutic Area of Trial 

Postoperative dental pain patients 

Approved Indication 

Investigational  

Protocol Number 

CSAF312A2103 

Title 

A double-blind, randomized, single dose, placebo-controlled, three part study to evaluate the 
safety and tolerability of SAF312 in postoperative dental pain patients (Part A), to evaluate the 
analgesic effect of SAF312 in comparison to placebo in the treatment of postoperative dental pain 
using ibuprofen as a positive control (Part B) and to evaluate a dose response (Part C). 

Phase of Development 

IIa/IIb 
  

Study Start/End Dates  

29-Sep-2009 to 31-May-2011 

Study Design/Methodology 

A double-blind, randomized, single dose, placebo controlled, three part study to evaluate the 
safety and tolerability of SAF312 in postoperative dental pain patients (Part A), to evaluate the 
analgesic effect of SAF312 in comparison to placebo in the treatment of postoperative dental pain 
using ibuprofen as a positive control (Part B) and to evaluate a dose response (Part C). 
 

Centres 

Single centre: United States 
 

Publication 

NA 
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Outcome measures 
Primary outcome measures 

• The primary efficacy measure was summed pain intensity difference [SPID(0-6)] from 0 
to 6 hours. 

Secondary outcome measures 
• Time-specific PID and pain relief (PR) based on the categorical scale and PID based on 

the visual analog scale (VAS) at different time intervals up to 24 hours post dose.  
• Total Pain Relief (TOTPAR) scores from 0 to 24 hours.  
• Time to onset of analgesia, time to rescue medication intake, proportion of patients 

requiring rescue medication in the first six (6) hours, and patient global evaluation. 
• Safety and tolerability assessments consisted mainly of vital signs, body temperature, 

thermal perception (Part C only), ECG evaluation, cardiac Holter monitoring (Part A 
only), and collecting all adverse events (AEs). 

• The following PK parameters were determined using non-compartmental analysis from 
the plasma concentration-time data of SAF312 and ibuprofen (for Part A and Part B 
only): AUCinf, AUClast, Cmax, Tmax, Lambda z and T1/2. 

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

Test drug, ibuprofen and placebo were administered orally as a single dose in the form of hard 
gelatin capsules (SAF312: 2.5 mg, 10 mg, 25 mg and 100 mg; Ibuprofen 200 mg). 

Statistical Methods 

All data for background and demographic variables, relevant medical history/current medical 
conditions and teeth extraction record, safety and tolerability variables were listed by treatment 
group and patient, and summarized in a descriptive manner based on the safety population. 
Descriptive statistics (including geometric mean) were provided for the PK parameters. 
 
Summaries of PID(-categorical), PR and VAS were presented. TOTPAR and SPID(0-6) were 
calculated as the area under the PR or PID curves over time, respectively, standardized by the 
time range. For patients that drop out or take the rescue medication after the first 90 minutes, the 
LOCF was applied. The primary analysis, was performed at the final analysis of study part B 
(and including data from study part A), following Bayesian approach, assessing the efficacy of 
single doses of SAF312 (high dose and ¼ of the high dose) as compared to placebo, measured by 
the SPID(0-6). In addition, ANCOVA models were fitted separately to TOTPAR, SPID(0-6) and 
the VAS data, including treatment/dose and number of removed teeth as factors, and the baseline 
PR, PI or VAS value, respectively, as a covariate. Cochran-Mantel-Haenszel tests were used for 
PID (each time point), PR (each time point), adjusting for number of teeth removed. Treatment 
group comparisons were made for each active treatment and dose against placebo. 
The median time to onset of analgesia, to meaningful pain relief and to use of rescue medication 
was estimated using the Kaplan-Meier product limit method, and each active drug and dose were 
compared to placebo using the log-rank test. Patient global evaluation was summarized by 
treatment group and comparisons to placebo was performed using Cochran-Mantel-Haenszel 
tests, adjusting for the number of teeth removed. The proportion of patients requiring rescue 
medication in the first 6 hours was analyzed analogously. No adjustments for multiplicity were 
made in any of the secondary analyses. 
In part C, patients were allocated to different doses using the optimization algorithm proposed by 
depending on the observations from parts A and B in order to maximize the dose-response 
information obtained in this part. Parts A, B and C were pooled for the estimation of dose-
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response and the minimal effective dose. 

Study Population: Inclusion/Exclusion Criteria and Demographics 

This study was conducted in male and female (WONCBP) patients aged 18 – 45 years, in good 
health as determined by past medical history, physical examination, vital signs, 
electrocardiogram and laboratory tests at screening. The key main criteria for inclusion included 
extraction of two or more impacted third molars (at least one of the mandibular) with a moderate 
to severe post-surgical pain intensity. Key exclusion criteria included history of hypersensitivity 
to analgesics, use of antipyretic/analgesic drugs from 48 hrs pre-dose to 24 hrs post-dose, unless 
initiated by the Investigator, presence/ history of, or family history of malignant hyperthermia or 
anesthesia-related events, and abnormal ECG. 
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Participant Flow 

 

 

Baseline Characteristics  
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Outcome measures 

Primary Outcome Results  
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Secondary Outcome Results 

PID based on categorical scale / Summary of categorical time-specific pain intensity 
differences (PID)[1] at each time point                                  
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PID based on the visual analog scale 
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Summary of categorical time-specific pain relief (PR) at each timepoint                          
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Total pain relief (TOTPAR) based on categorical scale / Safety analysis set - Part A and B      

 

Time to onset of analgesia / Median time to onset of analgesia (in Mins) using Kaplan-Meier 
method                

 

Patient global evaluation 
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Summary of pharmacokinetic variables 
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Time to rescue medication intake 
 

 
 
Proportion of patients requiring rescue medication in the first six (6) hours: 
 

 
 
Clinically relevant vital signs (all excluding body temperature):  

 
Body temperature: 
 

Number (%) 
of subjects 
with  
clinically 
relevant vital 
signs 
findings 

SAF312    SAF312    SAF312    SAF312    SAF312    SAF312 Ibuprofen Placebo 

7.5 mg      15 mg      25 mg       50 mg      200 mg     600 mg     400 mg 

N=37        N=31        N=15       N=16       N=30        N=30        N=16         N=28     

0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 
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Thermal perception (Part C only): 

 
 
ECG evaluation: 

 
Cardiac Holter monitoring (Part A only) 
 

% of 
patients 
with max. 
temperature 
within 
range 

Temp Placebo SAF312  

7.5 mg    

SAF312  

15 mg     

SAF312  

25 mg     

SAF312  

50 mg     

SAF312  

200 mg    

SAF312

600 mg   

Ibuprofen

400 mg 

N=28     N=37      N=31      N=15      N=16      N=30      N=30      N=16        

<37.5 
°C 

73% 42% 0% 25% 0% 0% 0% 91% 

37.5 – 
38 °C 

22% 42% 80% 18% 23% 7% 13% 6% 

38 – 
38.5°C 

5% 42% 20% 32% 43% 60% 55% 3% 

≥ 
38.5°C 

0% 0% 0 25% 33% 33% 32% 0% 

Number 
(%) of 
subjects 
with  
clinically 
relevant 
ECG 
findings 

SAF312    SAF312    SAF312    SAF312    SAF312    SAF312 Ibuprofen Placebo 

7.5 mg      15 mg      25 mg       50 mg      200 mg     600 mg     400 mg 

N=37        N=31        N=15       N=16       N=30        N=30        N=16         N=28     

0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 
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Safety Results  
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Adverse Events  
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Serious Adverse Events and Deaths 
 

Number 
(%) of 
subjects 
with  
serious or 
other 
significant 
events 
 

SAF312  SAF312  SAF312  SAF312  SAF312  SAF312 Ibuprofen Placebo

7.5 mg    15 mg     25 mg     50 mg     200 mg   600 mg   400 mg 

N=37      N=31      N=15      N=16      N=30      N=30      N=16        N=28    

Death 
0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 

SAE(s) 
0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 

Discontinued 
due to 
SAE(s) 

0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 

Other Relevant Findings 
Not applicable. 

Date of Clinical Trial Report 
18-Apr-2012 

Date Inclusion on Novartis Clinical Trial Results Database 
30-May-2012 

 

Date of Latest Update 
30-May-2012 

 

 
 
 




