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A RANDOMIZED, DOUBLE-BLIND, PLACEBO-
CONTROLLED STUDY TO EVALUATE FIVE 

STRENGTHS OF A FIXED COMBINATION OF 
ACETAMINOPHEN/NAPROXEN SODIUM IN 

POSTOPERATIVE DENTAL PAIN
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2 INTERIM ANALYSES

No interim statistical analysis is planned for this trial. 

3 ANALYSIS SETS

3.1 Primary Analysis Set

The primary analysis set will be based on the Intent-to-Treat analysis set, which will 
include all randomized subjects

3.2 Per-Protocol Set 

As a secondary analysis, the primary endpoint will be analyzed based on the per-protocol 
analysis set, if the per-protocol analysis set differs from the Intent-to-Treat analysis set by 
at least 5% of the subjects. The final per protocol analysis set will be determined before 
unblinding. The per-protocol set will exclude subjects who vomited within 60 minutes after 
dosing, and those with major protocol deviations. The final per-protocol set will be 
determined before unblinding.
3.3 Safety Analysis Set

The Safety Analysis Set will include all subjects who are randomized and take 
investigational product. Safety analysis will be based on the actual received treatment. 

4 EFFICACY ASSESSMENTS AND ENDPOINTS 

4.1 Efficacy Assessments

Primary Efficacy Endpoint

 Time weighted sum of pain intensity difference from 0-12 hours after dosing 
(SPID 0-12)

Secondary Efficacy Endpoint
 Time weighted sum of pain relief from 0 to 12 hours (TOTPAR 0-12)
 Time weighted sum of pain intensity difference from 6 to 12 hours (SPID 6-12)
 Time to first use of rescue analgesic (duration of relief after dosing)
 Proportion of subjects who require rescue analgesic 
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Medications taken after the 24-hour assessment through the follow-up call that were not 
taken for an AE will not be collected on the CRF or summarized. Previous medications 
and concomitant medications will be summarized by treatment in separate tables. 

Number and percentage of subjects receiving each coded medication will be presented by 
treatment. Additionally, concomitant medications taken by greater than or equal to 5% of 
subjects in at least one treatment group will be presented.

5.6 SAFETY ANALYSIS 

5.6.1 Adverse Events 

Treatment-emergent AEs are those with a start date and time at or after the time of study 
drug administration. All summaries described below are for treatment-emergent AEs 
except where noted. Non- treatment-emergent AEs will be provided in a listing.

The number and percentage of subjects experiencing AEs will be tabulated by treatment, 
system organ class and preferred term using the MedDRA coding dictionary. The number 
and percentage of subjects experiencing treatment-related AEs will also be presented by 
system organ class and preferred term. Treatment-related AEs will include events marked 
as being at least possibly related to study treatment. The number and percentage of subjects 
with AEs will be presented by severity. Subjects will be counted only once for each system 
organ class and preferred term by selecting the most severe event. The number of subjects 
with the most commonly reported adverse events (those reported by 5% or more in any one 
treatment group) will be summarized by treatment, system organ class and preferred term. 
The number of subjects with adverse events will also be summarized by demographic 
characteristics: age group (<18 years, ≥18 years), gender, and race. 

The number and percentage of subjects experiencing SAEs or who discontinued the study 
due to an AE will be presented by system organ class and preferred term. These displays 
will include all AEs, not just treatment-emergent AEs.
5.6.2 Vital Signs 
Vital signs (temperature, respiratory rate, heart rate, and blood pressure) collected at 
baseline will be summarized (number of subjects, mean, standard deviation, median, 
minimum and maximum) by treatment group.

6. CHANGES FROM PROTOCOL
For proportion of subjects requiring rescue analgesics, the protocol-specified analysis 
includes adjustment for baseline pain and gender, and the intention was to combine 
across strata using inverse variance weighting.  However, based on the high overall 
proportion of subjects requiring rescue analgesics based on the blinded data, and the 
relatively small number of subjects per stratum, there was concern with the risk that the 
variance for the treatment difference within a stratum could be zero, which would result 
in division by zero for the weighting for that stratum.  For this reason, stratification by 
gender and baseline pain was removed from the Kaplan-Meier analysis method.
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Cochran-Mantel-Haenszel tests were added as a sensitivity analysis, and as the primary 
methodology in the event of computational difficulties using the Kaplan-Meier method.  
The CMH tests will stratify by baseline pain (moderate or severe) and gender, and 
consider as having received rescue those subjects who discontinued prior to the end of 
the 24-hour observation period and did not have rescue medication usage recorded.

7. REFERENCES

None. 
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APPENDIX 3: 
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