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ABSTRACK

Objective To,determine relative cardiovascular, gastrointestinal and renal safstieobxib,compared
with ibuprofen and naproxesturingchronic use in patients withsteoarthritisQA) and rheumatoid
arthritis RA).

Methods 24,081 patients with OA or RA at moderate or high cardiovascular risk enrolled fitteatis

in a cbubleblind randomized controlled ttidnterventionsncludedcelecoxib 106200mg bid, ibuprofen
600-800mg tid, or naproxen 37800mg bid Main outcomes comprisdtst occurrence of major adverse
cardiovascular events (MACE), gastrointestinal events, renal events, and mortality

Results:OA subgroup participantsadsignificanty reduedrisk of MACE comparing celecoxib to
ibuprofen (HR0.84, 95% CI 0.72- 0.9), butno significantdifferencecomparing celecoxib to naproxen.
In the RAsubgroup comparisorof celecoxib vs ibuprofeand celecoxib vs naproxéor MACE events
revealedHR of 1.6 (95% CIl 069—-1.63) and 1.2 (95% CI 0.B —1.92), respectively. The HR for
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gastrointestinal events in OA comparing celecayiith ibuprofen was 0.68 (95% ©.51-0.91) and
with naproxer0.73 (95% CI 0.55-0.98).Duplicatecomparisons in RAevealedHRs of 048 (95% ClI
0.22—-1.07) and 0.5495% CI 0.24- 1.24), respectively. In OAcomparing celecoxib to ibuprofdar
risk of renal events showed an HRM$8 (95% CI 0.4@.82). In RA, celecoxib associatesith
significantly lowermortality thannaproen (HR 0.47, 95% CIl 0.250.88).

ConclusionsCelecoxibat approved dosagesoducedsimilar or lower cardiovascular, gastrointestinal,

and renatisk foradverse eveatcomparedvith ibuprofen and naproxen OA and RA.

(Funded by _Pfizer, clinicaltrials.gov registration number: NCT00346216)

Preseriptiorof non-steroidal antinflammatory drugsNSAIDs) effectively treatgoint pain in
patiens with osteoarthritis QA) andrheumatoid arthritisA). In the US alone, health care workers
write more than100 million NSAID prescriptionsannually* approximately 50%f patientswith arthritis
require some type of analgesic dafly’. Many pharmacologic and ngzharmacologic options exist.
NSAIDs represent the most widely used medications becagstatifishedanalgesic benefit, but relative
safety acraoss'members of this dalgssis less certain. Selecting theost appropriatanalgesic aa
challeng treatingclinicians because of variable effectiveness and safety of agents.

Previousistudies leading tioe withdrawal of rofecoxibhaveunderscored theardiovascular
(CV) concernsssurrounding selectisgclo-oxygenase (COX-2) inhibitors However, ontroversy
remainedegarding theCV safety of the selective COX inhibitor, celecoxib® ©In 2005, the FDA
strengthenedsthe;warning for CV adverse events for ataspirin NSAIDs Subsequerdgtudieshave
further questioadthe safety of norselective NSAIB. " #° In addition, the relative gastrointestinal and
renal safety of«different NSAIDEmains poorhdefined. These issuese critical inpatients with OA and
RA, who already have high@V risk than the general population and often suffer multiple
comorbidities>**

Based on these concerns, Pfizer initiated a CV safety trial in order to provide n&w, mor
definitive and useful information for patientsppiders and regulators about the safety of celecoxib and
NSAIDs: the Prospective Randomized Evaluation of Celecoxib Integrated Safety versus iaprofe
Naproxen (PRECISION). PRECISIOHN global safety study among patients with OA or Baolled
more thar24,000 patiens worldwide? Therecentlypublishedresultsdemonstrate norvinferiority of
moderate dose aklecoxib compared with moderate doséaprofen and naproxen with respectQd
safetybased on an intentieto-treat analysisfurthermore pn-treatment analysigcluding follow-up time

while using study drugemonstrated betr safety otelecoxibfor gastrointestinaéndpoins compared
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with ibuprofen and naproxefor renal endpoints, celecoxib exhibited increased safety only when
compared to ibuprofelf.However, pior literaturehas not uniformly dmonstrated an increased CV risk
in RA patientson selective COX2 inhibitors** We conducted analyses in the speecified OA and RA
subgroupsd definefurtherthe relativeCV, gastrointestinal and renal safety of celecoxib compared with

ibuprofen and naproxen these common types of arthritis

METHODS
Study Design and Study Population

In brief, PRECISION was a neimferiority trial designedo assess th€V effects ofcelecoxib
compared te_.commonly used NSADbuprofen and naproxeifihe trial was conducted at 923 centers in
the United States, Canada, Australia, Brazil, Colombia, CostaRR&dco, Panama, Peru, Philippines,
Taiwan, Hong Kong, and Ukraine from October, 2006 to April, 20hé. Institutional Review
Board/Independent Ethics Committee for each study site approved the trial angkatsgaovided
written informed consent bemparticipationThe trial could not be performed in Europe because of
restrictions placed on prescribing of coxibsthy European Medicines Agency.

Eligible patients included those least 18 years of age with a clinical diagnosis of OA or RA for
atleast 6 months duratiétt’ andwho required chronic daily therapy witm&ISAID. Participans were
requiredsteshavesestablish€¥ disease o€V risk factors. These risk factors included: a known history
of major adversescardiovascular events (MACE); occlusive disease of coronary eacatartary arteries;
a clinical diagnesis of diabetas; evidence o€V risk based on concomitant risk factdrgludingage>
65 in women and 55 in men, hypertension, dyslipidemia, left ventricular hypertrophy,
microalbuminuria, urine protein/creatinine ratio akle-brachial Index <0.9, cigarette smoking, waist
hip ratio> 0/90 and family history of premature cardiovascular disease. Exclusion criteriaincluded:any
of the following"CV events within 3 monthsMACE, unstable angina, evidence of cardiac
electrophysiologiainstable rhythmor any major surgena planned coronary, cerebrovascular or
peripheral revascularization; NYHA Class dif IV heart failure or known left ventricular dysfunction
with ejection fraction<35%; active, significant gastrointestinal, hepatic, renovascular or coagulation
disorders; history of acute joint trauma; allergy or hypersensitivity toadledbuprofen, naproxen or
aspirin; poor responders to disease modifying-drumatic drugs or oral corticosteroid treatments; and
required treatment with medications excluded during the course of the study. Woraexxeheded if
they were pregnant, might have bewpregnant, or were lactating.ppendix Table 1 shows dditional
selection criteriaAppendix Tables 4 and 5 detail the RA patient cohort.

Study Protocol
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Patiens meeting entry criteria and willing to sign informed consent were randoimized
doubleblind fashionto celecoxib 108ng bid for OA and up to 200mg bid for RA, ibuprofen &Dmg
tid, or naproxen 3#500mg bid with matching placebos in a 1:1:1 allocatidwse escalation was
allowed at the discretion of the patient and investigator if sympelief was not adequat@llocation of
patients is'illustrated in a CONSORT diagram (&ppendix Figure 1). Randomization was stratified
by geographic region, londose aspirin use (yes or no), and arthritis type (OA or RA) and implemented
using an Iteractive Voice Response System (IVR&).patiens wereprovidedopenlabel esomeprazole
at 26040mggper dayandallowedaspirin €325 mg per day, with 75-100mg considered optimédr CV
protectionand recommendégdor CV prevention. (seeAppendix Table 6) After randomization and
baseline visitpatiens hadvisits at months 1, 2, 4, 8 and 12 and every 6 months thereafter until month 42.
Study patients'were required to completkeast 18 months of follow up visits. Follow up visits included
clinical assessments and laboratory testing asag@lkntification of new adverse events or changes in

CV, renal and gastrointestinal statasgarthritis outcomes.

The primary endpoint of the parent study was the first occurrence of a compositenendpoi
consisting ofCV death, norfatal myocardial infarction, or nefatal strokejdentical with the primary
composite endpoint adhe Antiplatelet Trialists Collaboration. Trial completi@guired collection o&
specificnumbe,of primary endpoints: 580 primary endpoints for the intent to treat (ITT) sinapd 420
for an analysis opatiens while taking assigned treatments, ther@atment analysis. Sample size
calculationsestimated that over 20,0@@tiens would be required to mettese goalsTo reach the

requisite number of endpoints, ultimately more than 24,000 participantenreled

The current analysesport finding for patientswith OA andRA separately. The primary
outcomes fothese twosubgroupsverebased on afiT T analysis with the ontreatment analysigsed as
sensitivity analysisAnalyzedoutcomes includethajor advers€V events (MACEwhich include APTC
events plusrevascularization or hospitalization for transient ischemic attackablerstginaplus
clinically_significant gastrointestinal, renal, and-edluse mortality events. Clinically significant
gastrointestinalkevents wedefined as gastroduodenal hemorrhage; gastric outlet obstruction; perforation
of the gastroduedenuramall bowel or large bowel; hemorrhage of the large bowel, small bowel, or acute
gastrointestinalrhemorrhage of unknown origin; rawget iron deficiencyreemia;or symptomatic
gastric or.duodenal ulcer. Clinically significant renal events incluideelopment ofenal insufficiency
or renal failuredefined based on development of any of the following: serum creatiifeng/dl and
increase of 0.7mg/dl from baseline; hospitalization for acute renal failure with a doubling of the

baseline serum creatinine or hyperkalemia wiff)% elevation in serum creatinine; or initiation of
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dialysis.A Clinical Events Committee blindly adjudicated all of the abewdpoints utilizing pre

specified definitions.

The analgesic efficacy of the treatments was evaluated at baseline aneujplimiwng a pain
visual analog scale (VAS). To assess functmtiens completed the Health Assessment Questionnaire
Disability Index (HAQDI)*® at baselingat morths 1, 12, 24, 36 and 42, and at premature study drug
discontinuation if applicable. Appatiens who discontinuedtudy drugreatmentvere followed per

protocol through.month 42 oo studycompletion whichever occurred first.

Statistical Analysis

The primary analyses of PRECISION asséds®ntinferiority for CV event frequency on
celecoxib versus naproxen and ibuprofen. The current asdlysus on the OA and RA subgroups. Non
inferiority hypotheses were not testedd no adjustments were made riwultiple comparisonsSince
each comparisen is assumed to be independent, no adjustment to alpha will be madeftw #oust
multiple comparisonsStatisticalsignificance p<0.05 for comparisons between treatment groups, or
p<0.10 for treatment group by OA/RA interaction was based on nomwelups.Cumulative event
curves were'econstructed for each of the three treatment arms for the OA and RA subgrouptyseparat
Hazard ratios (HRs) and corresponding 95% confidence insef@#)comparing treatment grousr
the four safety outcomes of interest were calculated using Cox proportional hazezdsioegnodels,
adjusting forstratification factorg€ographigegion and lowdose aspirin use). An interaction between
treatmem group and arthritis type was tested in the Cox regression models for each drug to drug
comparisorby adding the interaction term to the modaialyses were censored after 30 months for the
intentiontostreat population and after 43 months for ther@atment populatiorAll analyses were
performed using the SAS system (version 9.4, Cary, NC).
Role of Funding Source

This,study and the analyses were funded by Pfizer Inc. None of the academic investigators were
funded by Pfizer for their work on this sjudTwo co-authors are employees of Pfizer. However, the

decision te submit the paper was made by the academic investigators.

RESULTS

Ameng the 24,08patiens enrolled in the PRECISION Trial, 89.9% (n = 21,645) had OA and
10.1% (n =2436).RA. Patiens with OA were on average 64 years of age and 63% were female (see
Table 1). Twentythree percent of those with OA had a previous CV evit®¥ used daily aspirin, and
18% smoked cigarettes. The three treatment arms were well balancedpatieng with OA. In
contrast, ptiens with RA were slightly younger than those with OA with a mean age of 61, yedrs
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73% were female (sekable 1). Similar to OA,24% of those with RAhad a previous CV event, but
fewer used daily aspirirB{%), andslightly moresmoked cigarette@1%).Participants with RA had
well balanced allocation to thikree treatment armdJse of increased dosage v&milar in the RA
subgroup, but the protocol did not pergelecoxib ugtitration in the OA subgroufor regulatory
reasos, resulting in different proportions of patients using the maximum all@ndddages (see
Appendix Table 2). The mean dosages and standard deviations for the OA group were: celecax@ 100
mg, naproxen 42652 mg, and ibuprofen 68182 mg; and for RA: celecoxib 1442 mg, naproxen 425
++ 52 mg, and ibuprofen 68182 mg.The percentages with tjiration by NSAID for OA were
celecoxib 0:3%mpmnaproxen 55.3%, and ibuprofen 55.3%. The percentages-tifithtiogm by NSAID for
RA were elecoxib 56%, naproxen 54.9%, and ibuprofen 56.5%.

The frequency oédjudicated clinical endpoints is shownTiable 2. Amongpatiens with OA,
4.4% experienced MACE compared witl8% of those with RA (p 8.30. The cumulative event curves
for the three treatment arms amaragiens are shown ifrigures la and 1b, OA and RA, respectively.
There veresignificanty fewer MACE among the OA subgroup when comparing celecoxib to ibuprofen
(HR 084, 95% Cl 0.72-0.99), but not among the RA group (HR 1.06, 98%0.69-1.63). The treatment
by arthritis type«(OA vs RAnteraction was not significant (p=0.29). The celecoxib and naproxen groups
did not differ, significantly in the risk of MACEkn either OA or RA

Ratiens'with OAor RA hadsimilar frequency of gastrointestinal evel(ts35% vs 1.77%,
p=0.0%) (seelable 2). The frequency of gastrointestinal evefotspatiens with OA randomized to
celecoxib'wad.06% 1.54% foribuprofen and 1.45% for naproxeRatiens with RAhad a similar
pattern celecoxib (1.11%), ibuprofen (2.28%) and naproxen (1.90%). The cumulative event curves for
gastrointestinal'events are providedrigures 1c and 1d. The hazard ratios comparing celecoxib to
ibuprofen (HR 0.68, 95% CI 0.540.91) and celecoxib to naproxen (HR 0.73, 95% CI 68.638)
demonstrate significantly reduc&d eventrisk for patiens with OA randomized to celecoxil®atiens
with RA showed a similgpattern of gastrointestinal riskwith reduced risk coparingcelecoxib to
ibuprofen (HR 0.48, 95% CI 0.221.07) and celecoxib to naproxen (HR 0.54, 95% CI 6.244) but
neither comparison excluded nulhe treatment by arthritis typteractionsdid not differ significanty
(p>0.10 for both).

The freguency of renal events was 0.89% in OA and 1.15% i(pR@ 20)(seeTable 2). The
cumulativesevent curve for OA showed fewer renal evenpaiiens using celecoxib (sdggure le).
The risk of renal events amopgtiens with OA was lower for those randomized to celecoxib than
ibuprofen (HR 0.58, 95% CI 0.40.82)andnumerically lowetbut notstatisticallydifferentbetween
celecoxib andhaproxen (HR 07, 95% CI 0.53-1.12). The cumulative event curve for RA showed no

differences across treatment arms (Siggir es 1f) and the hazard ratios demonstrated no differences in
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risk across agent$he treatment bgrthritis typeinteractiondid not reactstatistical significance (p>0.10
for both).

The frequency of altause mortality was higher in tRA group (2.59%) compared to OA
(1.73%, p = MOJ) (seeTable2). The risk of aHcause mortality across the three treatment groups in
patiens with" OA"'was similar (seeigure 1g). In patients with RA, however, celecoxib associated with
lower mortality omparedwith naproxenHR 0.47, 95% CI 0.25 0.88 (seeFigure 1h). The interaction
between celecoxib vs naproxen arthritis typemet criteria for statistical significance (interaction
p=0.07).

The_primary analysiwasITT, butwe alsoperformedon-treatment analyes(seeFigure 2). The
on-treatment results qualitativetgsembledhe ITT analyseswith most estimates showing somewhat
larger differencesAn exploratory analysis also assesaedmposite endpoirdf all major safety events
that included"MACE, serious (lenal events, and atiause mortality. The frequency of this endpoint
was more commeon in RAB(37®%0) versus OA§.98%) (p =0.01) (seeTable2). Inthe OA subgroup, the
hazard ratios comparing celedo with ibuprofen (HR0.80 95% CI0.70—-0.90 and celecoxilwith
naproxen (HRD.90, 95% CI10.80—1.03 showfewermajor safety eveswith celecoxib. The hazard
ratios for the RA subgroup did not demonstrate any difference between treatmeftraringeractions
between treatment group and arthritis type were not statistically sigmifga0.10 for both).

Finally;;we examined the functional status as measured by the health assessmenngirestio
(HAQ) and painVAS (seeAppendixFigure 3). At baseline, patiestwith OA had higher mean pain
VAS scaressofi54.3mm + 23.6 compared with RAvhom it averaged 51.9mm + 249<0.00). The
improvements in the pain VAS fpatiens with OA were similar across treatment arPatients withRA
hadstatistically:significantly greater improvement in paiith ibuprofen compared with celecoxib (p =
0.02), but thenodestifference hasinclear clinical significancé\s with pain VAS patiens with OA
hadsimilar changes in HAGDI scores across treatntearms, but amonpatiens with RA, it was slightly

better for ibuprofen users compared with celecoxib (p = 0.02).

DISCUSSION

Arthritis is the most common cause of disability in the WEproximately 15 million arthritis
patientsvho may-require analgesiosported severe joint pain in 2034n 2000, more than 10@illion
NSAID prescriptions were written in the USNSAIDs differentially affect COX isoformgotentially
accounting for their benefits and varying tties across agent§he PRECISION trial found similar CV
safety for moderate dose of the selective GDihibitor, celecoxib, and the naelective NSAIDs,
ibuprofen and naproxefiin a set of analyses qme-specifiedsubgroug by type of arthritis, OAand

RA, we foundfewer MACE with celecoxib compared with ibuprofen amaodé\ patientsCelecoxib
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users in the OA subgroup also experienced less gastrointestinal toxicity thariehuprnaproxen users
this was not observed in RAut the statistical power in this sgboup was limited Adjudicatedrenal
adverse effects were less common in celecoxib versus ibuprofen users with OAibthose withRA.

Thesesubgroup analyses addportantand clinically relevant informatioto our understanding
of the safety across selective andsetective NSAIDsvithin OA and RA patientsThe CV safety
findings across both OA and RA lend reassurance to those using or considering cel@oxiBAS
associatewith a 1.5 to 2.@imes greater risk a€V eventspresumed in part to the chrorsgstemic
inflammatory nature of RAwhich may promote plaguastability and MACE), the safety of different
NSAIDs in RApatientsmight differin OA patients” The results presented here suggest slightly lower
risk for celecoxib than ibuprofamserswith OA, but similarCV risk by NSAID for RA As expectegthe
patients with RAad highefrequency ofadversesventsthanthose with OA. These findings suppottie
effortsunderwayto refinerisk stratification andCV management strategies in RA.

Celecoxib useralsohad reducedisk for other endpoint9OA patients using celecoxlad
significantly lowergastrointestinal riskhan those takingither ibuprofen or naproxen. This finding is not
surprising based on prior meaaalyses$? but most individual studies have not clearly demonstrated the
improved G| safety of cetoxib..” Similar toCV risk, RA patientsn the current studgxperienced a
higher frequency of gastrointestinal events compared with OA.

Thesreduced altause mortality found among the RA patients usingcogib compared with
naproxen was not anticipate@the number of deaths was relatively small in eachpgrbb among
celecoxib userg1:85%)and 30 among naprox€®.79%) precludingstrong conclusionsrhis reduction
resulted froma combination of reducedortality across various causes (i.e., infecticamcer,
respiratory)-(seéppendix Table 3). Further examination of the deaths is underway, bufitidéng
may have resulted froehance Future studies of causspecific mortalitywith more eventsvill be
helpfd; suchestudies will likely require the use of observational datasets

PRECISION was conducted as a randomized double atitide drugcontrolled trial.
Randomization was stratified based on underlgrigritisdiagnosigOA or RA) and whether patients
were taking aspirin for CV prophylaxi§he trial was powered based on the total numbewrents across
all patientsand nat on the size of each subgroup, so the statistical power for some subgroup doesyses
not permitdrawingfirm conclusionsThe ITT population was choséor the primary analysis, but the-on
treatment,population gavirectionallysimilar results (seEigure 2), some statistically significant but
others not.Thedrop-out rate during PRECISION was higher than expected but was similar across
treatment arms among all participants and also in the OA and RA subgrouppiisadix Figure 2).

The dosing othe three treatments was slightly different in the OA and RA subgroups based on

limitations imposed by drug regulators on using celecfitimg bid in the OAsubgroup thisissuemay
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haveinfluencedresults. Prior studies have demonstratadincreased risk of adverse effects with
celecoxib as well as neselective NSAIDs at higher dosages' 2

In conclusion, thsesub-group analyses dhe PRECISIONtrial, based on underlying arthritis
diagnosisyield similar but not identical results as the overall trial. The OA subgroupmaned to
celecoxib experienced fewE&V events compared with ibuprofen, but not naproxen. The OA subgroup
using celecoxib experienced fewstinically significantgastrointestinal adverse events than ibuprofen or
naproxen, with similar trends in RA. Renal events were less common in the OA subgrgup usin
celecoxib than ibuprofen but not naproxen, and the RA subgroup simonterences. These findings
give providess, patients and regulators a greater understanding of the relativefsdiférent NSAIDs,
COX2-selective.and neselective. Current safety information from the FDA on NSAIDs focuses on CV
risk and does not défentiate between agents. The results of the PRECI8I&IMnd these subgroup
analyses confirm no increas€d risk for celecoxibHowever,celecoxib conferredlight reductions in
risk for several outcomempared with other commonly used NSAIDRegulators and professional
organizationsnight consider whether these data regarding differential safety across NSAIDs warrant new

recommendations for the optimaeof the agents studied in PRECISION.
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Table 1. Baseline Char acteristics of Randomized Patients
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Characteristic Osteoarthritis Rheumatoid arthritis
Total Celecoxib I buprofen Naproxen Total Celecoxib I buprofen Naproxen
(n =21645) (n=7259) (n=7208) (n=7178) (n =2436) (n=813) (n=832) (n=791)

Age, mean 64+9.3 63+9.4 64+9.3 64+9.3 61+9.9 59+95 61+9.9 61 +10.2
Female gender 13;661 (63.1) 4566 (62.9) 4574 (63.5) 4,521 (63.0) 1,784 (73.2) 609 (74.9) 600 (72.1) 575 (72.7)
BMI, kg/m2, mean 32.8+7.3 32.8+7.3 32.8+7.4 32.7+£7.3 30.9+7.1 31.0+7.4 30.6+6.8 31.0+£7.1
Aspirin use 10,161 (46.9) 3,403 (46.9) 3,390 (47.0) 3,368 (46.9) 904 (37.1) 298 (36.7) 322 (38.7) 284 (35.9)
Cardiovascular risk category

Primary preventioh 16,748 (77.4) 5600 (77.1) 5569 (77.3) 5579 (77.7) 1852 (76.0) 609 (74.9) 636 (76.4) 607 (76.7)

Secondary preventién 4897 (22.6) 1659 (22.9) 1639 (22.7) 1599 (22.3) 584 (24.0) 204 (25.1) 196 (23.6) 184 (23.3)
History of diabetes 7717 (36.0) 2581 (36.0) 2629 (36.8) 2507 (35.3) 779 (32.4) 262 (32.5) 256 (31.2) 261 (33.4)
History of hypertension 16,927 (79.0) 5699 (79.4) 5665 (79.3) 5563 (78.3) 1817 (75.5) 597 (74.1) 638 (77.9) 582 (74.4)
History of dyslipidemia 13,670 (63.8) 4617 (64.3) 4526 (63.4) 4527 (63.7) 1378 (57.3) 463 (57.4) 476 (58.1) 439 (56.2)
Current smoker 3,917 (18.3) 1353 (18.9) 1293 (18.1)  1271(17.9) 500 (20.8) 175 (21.7) 167 (20.4) 158 (20.2)
Prior statin use 11,913 (55.0) 4023 (55.4) 3939 (54.6) 3951 (55.0) 1065 (43.7) 344 (42.3) 368 (44.2) 353 (44.6)
Prior DMARD* use 383 (1.8) 113 (1.6) 124 (1.7) 146 (2.0) 1375 (56.4) 459 (56.5) 460 (55.3) 456 (57.6)
Mean systolic BP, mmHg 125+10.5 125+10.4 125+10.4 125+10.6 125+ 11.0 124+11.2 126+10.7 124+11.2
Mean diastolic BP, mmHg 75+8.0 75+8.0 76+8.0 75+8.0 76x7.9 76+8.1 76x7.7 76x7.9
HAQ' Disability Index, mean 1.09+0.6 1.10+0.6 1.09+0.6 1.08+0.6 1.27+0.7 1.27+0.7 1.27+0.7 1.27+0.7
Pain Visual Analog Scale, 54.31 +23.6 54.18 +23.4 54.40 +23.4 5437+239 5193+249 52364249 51.75+248 51.68+25.2
mean
Laboratory Values
Mean Totalcholesterol, mg/dL 188:5 +43.1 188.6 +43.2 188.4+435 188.6+42.6 192.3+428 193.6+42.2 1915+429 191.8+435
Mean LDL-cholesterol, mg/dL 106.4 + 36.9 106.4 + 36.9 106.3 +37.2 106.4 +36.7 108.9+36.0 109.9+355 108.5+358 108.2+36.9
Mean HDL-cholesterol, mg/dL 51.2+148 51.2+14.8 51.0+14.7 51.4+149 53.2+15.9 53.0£15.7 53.1%+16.5 53.4+15.4
Median triglycerides, mg/dL 13497, 188) 133 (97,189) 135(97,189) 134 (97,186) 128 (94, 185) 131 (96, 190) 125 (92, 183) 128 (95, 182)
Median glycated hemoglobin, 6.8 (6.2, 8.0) 6.9(6.2,80) 6.8(6.1,80) 68(6.1,79) 7.0(.1,83) 7.0(6.1,84) 6.9(6.0,83) 6.9(6.1,8.1)
%
Mean creatinine, mg/dL 0.9+0.2 0.9+0.2 0.9+0.2 0.9+0.2 0.8+0.2 0.8+0.2 0.8+0.2 0.8+0.2

N (%) unless/otherwise noted. *DMARD=Disease Modifying ARtieumatic Drug'Health Assessment Questionnaire
“Primary intervention=subjects at high risk for CVD. Secondary intervention=suhbjifetsreviously diagnosed CVD at the

time of study/enroliment.

Table 2. Outeome Frequency in Intention-to-Treat Population

Osteoarthritis Rheumatoid Arthritis

Total Naproxen Total Naproxen

Celecoxib Ibuprofen
N =21645 N=7,259 N=7,208 n=7,178 N=2,436 N=813 N=832 n=791

Celecoxib Ibuprofen

MACE endpoint 949 (4.38) 294 (4.05) 343 (4.76) 312 (4.35/118 (4.84 43 (5.29) 41 (4.93) 34 (4.30)
APTC endpoint 525 (2.43) 162 (2.23) 190 (2.64) 173 (2.41) 82 (3.37) 26 (3.20) 28(3.37) 28 (3.54)
Composite serious Gl event 292 (1.35) 77 (1.06) 111 (1.54)104 (1.45 43 (1.77) 9(1.11) 19 (2.28) 15 (1.90)
Major clinical Gl events 160 (0.74) 50 (0.69) 63 (0.87) 47 (0.65) 23 (0.94) 5(0.62) 9(1.08) 9(1.14)
Anemia of Gl origin 143 (0.66) 29 (0.40) 52 (0.72) 62 (0.86) 23 (0.94) 4 (0.49) 12 (1.44) 7(0.88)
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Renal events 192 (0.89) 48 (0.66) 82 (1.14) 62 (0.86) 28 (1.15) 9 (1.11) 10 (1.20) 9 (1.14)
All major safety events 1507(6.96) 449 (6.19) 558 (7.74) 500 (6.97 204 (8.37 62 (7.63) 71 (8.53) 71 (8.98)
All cause mortality 374 (1.73) 117 (1.61) 124 (1.72) 133 (1.85 63 (2.59) 15 (1.85) 18 (2.16) 30 (3.79)

MACE=Major Adverse Cardiovascular Event. The MACE endpoint is defined as theciitatrence of cardiovascular death,
nonfatal MI;"nonfatal stroke, hospitalization for unstable angina, revascularization, or hdgpttansient ischemic attack.
APTC=Antiplatelet Trialists Collaboration. The APTC endpoint is defineti@sirist occurrence of cardiovascular death,-non

fatal MI, or nonfatalstroke. All major safety events includes MACE, composite serious Génabdavents, and all cause
mortality. Gl=Gastreintestinal. Composite serious Gl events include gastrodiibéemorrhage, gastric outlabstruction,
gastroduodenal small or large bowel perforation, large or small bowel hemorrhage, ldeen®@hage, symptomatic gastric or
duodenal ulcer.or anemia defined as a decrease in hemoglbpidl or hematocrit >10% with no clinical evidence of acute Gl

bleed and biachemical evidence of ideficiency. All major safety events = MACE, composite serious Gl events, renal events,

and altlcause mortality.

Figure L egends:

Figure 1: Timete-Event Analysis for Primary and Secondary Outcomes in OA vsldvs the

cumulative event rates across the three treatment arms for patients with osteoarthetisnatoid

arthritis. Panels A and B are for MACE, panels C and D are for Gl events, panels E and Feaad for r
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events, and panels G and H are forcallise mortality. The hazard ratios ardafues were calculated in

Cox proportional hazard regression models that adjusted for stratificatiorsfactor

Figure 2: Adjudicated Outcomes in the-Oreatment OA and RA PopulatiorsA Sensitivity Analysis

shows the hazard ratios with 95% confidence intervals for theeatment population for the four

outcomes across the two subgroups.
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