
SUPPLEMENTAL INFORMATION 
 
 
Cardiovascular side effects are an important result from the APC Trial.  Because the APC Trial 
was initiated before the potential cardiovascular side effects of celecoxib were identified, the 
study was not designed to assess cardiovascular safety endpoints.  In order to best understand the 
results, cardiovascular data from the APC Trial been analyzed and reported in three ways.  The 
first was an independent adjudicated examination of serious adverse events only, performed by 
an intention-to-treat analysis of all data up to January 6, 2005.  This date was 3 weeks after the 
APC Trial’s Data and Safety Monitoring Board mandated discontinuation of study drug use for 
all trial participants due to finding of drug-associated cardiovascular toxicity.  The endpoints 
assessed in this adjudicated analysis included myocardial infarction, cerebrovascular accident, 
congestive heart failure and death due to cardiovascular causes.  This adjudicated analysis was 
published in February, 2005 (Solomon et al, N Engl J Med 2005; 352:11).  At that time, with the 
APC Trial treatment still underway, the DSMB and investigators both agreed that an independent 
analysis adjudicated by an expert panel of cardiovascular endpoint experts was the best method 
to be used, particularly as this was the first study to uncover potential celecoxib-associated 
cardiovascular toxicity. 
 
After the planned 3-year APC Trial primary study was completed, a second analysis of 
cardiovascular safety used non-adjudicated, investigator-reported data, both serious adverse 
events and otherwise, and an intention-to-treat timeframe.  To provide an appropriate combined 
cardiovascular and thrombotic endpoint, a panel of clinicians reviewed all MedRA coded safety 
data prior to analysis and unblinding, selecting any event that was consistent with a clinical 
diagnosis of cardiovascular disease or thrombosis.  As a result, this non-adjudicated analysis 
involved a pooled endpoint including all instances of myocardial infarction or ischemia, 
cerebrovascular disease, peripheral vascular disease, venous thrombosis or thromboembolism, 
peripheral or cardiac vascular therapeutic procedures, and death or circulatory collapse. This 
more conventional method of analyzing study toxicity according to a disease model approach 
was considered complementary to the previous adjudicated analysis, and yielded results that 
were very similar to the adjudicated analysis.  This analysis was published along with the 3-year 
efficacy data from the APC Trial (Bertagnolli et al, N Engl J Med 2006; 355:9). 
 
For this third and final report of longer treatment duration safety data, collected up to 5 years 
post-randomization, we chose to use the same combined cardiovascular and thrombotic endpoint 
as that of the year 3 analysis, but instead of intention-to-treat, we used a treatment-emergent 
model (events from first dose of study drug up to 30 days after last dose of study drug).  By not 
including an extended length of time where participants were off-drug, this analysis best reports 
the effect of actual drug use on the cardiovascular and thrombotic toxicity endpoint.  Off-
treatment adjudication of adverse events, cardiovascular or otherwise, was not done nor planned. 
However, we did collect investigator-reported off-treatment toxicity data for each study arm 
concerning the incidence of cardiovascular and thrombotic events (same combined endpoint) that 
occurred during the period of time after discontinuation of study medication use.  As reported in 
the manuscript, these rates were 1.3% for placebo users, 2.6% for those who used celecoxib 200 
mg bid, and 1.9% for those who used celecoxib 400 mg bid.  



The results of all three of these cardiovascular safety analyses are in agreement.  All demonstrate 
a dose-dependent increase in cardiovascular and thrombotic adverse events associated with 
celecoxib use.  The table below gives a summary of the results: 
 
Analysis Endpoint (combined) Placebo Celecoxib 

200 mg bid 
Celecoxib 
400 mg bid

Adjudicated, 
intention-to-treat 

SAE only:  MI, CVA, CHF, death 1.0% 2.3% 
(RR 2.3) 

3.4% 
(RR 3.4) 

Investigator-
reported, 
intention-to-treat, 
3 year core study 

SAE or AE:  angina, myocardial 
infarction, myocardial ischemia, 
cerebrovascular disease, peripheral 
vascular disease, venous thrombosis or 
thromboembolism, peripheral or cardiac 
vascular therapeutic procedures, and 
death or circulatory collapse 

4.4% 6.6% 
(RR 1.5) 

8.1% 
(RR 1.8) 

Investigator-
reported, treatment 
emergent, 
extended safety 
data 

SAE or AE:  angina, myocardial 
infarction, myocardial ischemia, 
cerebrovascular disease, peripheral 
vascular disease, venous thrombosis or 
thromboembolism, peripheral or cardiac 
vascular therapeutic procedures, and 
death or circulatory collapse 

3.8% 6.0% 
(RR 1.6) 

7.5% 
(RR 1.9) 

 
 
 
 


