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IMPORTANT REMINDER

This Medical Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval
status.

Benefit determinations should be based in all cases on the applicable contract language. To the
extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medical policy is to provide a guide to coverage. Medical Policy is not intended to
dictate to providers how to practice medicine. Providers are expected to exercise their medical
judgment in providing the most appropriate care.

Description

Celecoxib (Celebrex®) is a nonsteroidal anti-inflammatory drug (NSAID) used to reduce pain and
inflammation.

© 2008 The Regence Group. All rights reserved.

dru041.7 Page 1 of 13



Policy/Criteria

Most contracts require prior authorization approval of celecoxib prior to coverage.
Celecoxib may be considered medically necessary when either criterion A or B below is

met.

A

OR

Treatment with at least three generically available prescription NSAIDs was
ineffective or not tolerated. At least one of the previously used NSAIDs must be
diclofenac, etodolac, meloxicam, nabumetone, or salsalate (see Appendix 1).

Celecoxib is used to reduce the number of adenomatous colorectal polyps in familial
adenomatous polyposis (FAP) as an adjunct to usual care (e.g., endoscopic
surveillance, surgery).

Administration, Quantity Limitations, and Authorization Period

A

B.

Regence considers celecoxib to be a self-administered medication.
When prior authorization is approved, celecoxib may be authorized in doses up to:
1. 400 mg daily when used in the treatment of chronic pain and/or inflammation.
OR
2. 800 mg daily to reduce the number of adenomatous colorectal polyps in FAP.

Authorization may be reviewed at least annually to confirm that current medical
necessity criteria are met and that the medication is effective.

Position Statement

Summary

Celecoxib is a non-steroidal anti-inflammatory drug (NSAID) that is selective for the COX-2
enzyme subtype.

All NSAIDs, including COX-2 selective NSAIDs, are equally effective treatments for pain
and/or inflammation.

Celecoxib has not demonstrated clinically significant safety advantages when compared with
other NSAIDs.
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- Please note: two other COX-2 selective NSAIDS, rofecoxib (Vioxx®) and valdecoxib
(Bextra®), have been removed from the market due to safety concerns.

Clinical Efficacy
- Celecoxib 200 mg daily is effective for the treatment of arthritis pain and inflammation.

Higher doses are generally not more effective. However, some patients with rheumatoid
arthritis may derive additional benefit from 200 mg twice daily.

- Celecoxib reduces the number of adenomatous colorectal polyps in FAP.
- Prevention and treatment of investigational conditions:
*  There are insufficient clinical data to conclude that NSAIDs are safe and effective as

anticancer agents (other than in familial adenomatous polyposis) or agents to prevent
Alzheimer’s disease.[**3¢- 46521

*  There are insufficient clinical data to conclude that celecoxib is effective:
-~ as adjunctive therapy in schizophrenia. &7
-~ in the prevention of restenosis after coronary angioplasty. !
-~ inthe prevention of Barrett’s Esophagus. **
-~ in the treatment of cervical dysplasia.
-~ inthe prevention of heterotopic ossification.!*"

-~ in the treatment of metastatic, advanced or unresectable colorectal cancer.**%*

52]

-- inthe treatment or prevention of non-small cell lung cancer.[35]
-- inthe e treatment or prevention of breast cancer. [49]

-- inthe treatment or prevention of pancreatic cancer.

-- inthe treatment or prevention of hepatocellular carcinoma.

-- inthe treatment or prevention of gastric cancer.

-~ in the treatment or prevention of oral cancer. [*"

-- in the treatment or prevention of meningiomas.
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-- inthe treatment or prevention of pituitary macroadenomas.

-- inthe treatment or prevention of malignant mesotheliomas.

-- inthe treatment or prevention of other advanced malignancies.
-~ as adjunctive therapy in bipolar disorder.

-~ as adjunctive treatment in chronic periodontitis. 1>

-~ inthe treatment of proteinuria in patients with diabetic nephropathy. !

-~ as adjunctive treatment in gastric bypass or gastric banding.

-~ as adjunctive treatment in inflammatory bowel disease. 7%

-~ as adjunctive treatment in postoperative spinal fusion 94

Safety

Gl SAFETY/TOLERABILITY

- Celecoxib has not demonstrated overall superiority over other NSAIDs in avoiding upper
gastrointestinal (Gl) events.

- The scientific evidence to date is not sufficient to conclude that celecoxib has potential
benefits that are greater than other NSAIDs.

- Celecoxib may not be safe for patients who have a history of gastrointestinal bleeding. In
patients with recent history of ulcer bleeding, the rate of recurrent bleeding after treatment
with celecoxib for 6 months is 4.9%.1%!

- Concomitant use of aspirin and celecoxib resulted in a four-fold increase in the rate of
complicated ulcers when compared with celecoxib alone.

- Celecoxib has not demonstrated improved safety than other NSAIDs when used in patients
with inflammatory bowel disease.”"*®!

BONE REMODELING RISK

- There is no reliable evidence that bones heal more quickly when celecoxib is used as
compared to other NSAIDs ®%%2. Common flaws of the trials are:

*  Retrospective studies.

* Non-randomized, open label studies.
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*  Small study populations.

Thrombotic/Cardiovascular Risk

Current evidence indicates that selective COX-2 inhibitors have important adverse
cardiovascular effects that include increased risk for myocardial infarction, stroke, heart
failure, and hypertension. 12

The American Heart Association has stated that COX-2 inhibitors should be the last line of

treatment for chronic pain in patients with known heart disease or who have cardiovascular
risk. 42

Selective COX-2 inhibitors in all dosages and nonselective NSAIDs in high dosages increase
mortality in patients with previous MI and should therefore be used with particular caution
in these patients.**!

Celecoxib does not affect platelet aggregation and is not a substitute for aspirin in patients
requiring cardiovascular prophylaxis.

Post-marketing experience has uncovered serious bleeding events, some fatal, with
concomitant use of celecoxib and warfarin.

Celecoxib has not demonstrated a more favorable safety profile over non-selective NSAIDs
in patients with renal failure or heart failure.
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Appendix 1: Generically available prescription nonsteroidal anti-inflammatory drugs (NSAIDs)

Generic Name

Brand Name

Diclofenac Cataflam®, Voltaren®, Voltaren® XR, Voltaren® gel, Solaraze®, gel,
Flector® patch

Diflunisal Dolobid®

Etodolac** Lodine®, Lodine XL®

Fenoprofen Nalfon®

Flurbiprofen Ansaid®

Ibuprofen

Advil®, Motrin®, Nuprin® (Also available without prescription)

Indomethacin

Indocin®

Ketoprofen Oruvail®, Orudis®, Orudis KT® (Also available without prescription)

Meclofenamate Meclomen®

Meloxicam Mobic®

Nabumetone Relafen®

Naproxen Aleve®, Anaprox®, Naprelan®, Naprosyn® (Also available without
prescription)

Oxaprozin Daypro®

Piroxicam Feldene®

Salsalate* Disalcid®

Sulindac Clinoril®

Tolmetin Tolectin 600°

function.

*Nonacetylated salicylates such as salsalate and choline magnesium salicylate do not affect platelet

**More "COX-2 selective" than celecoxib.[?”]
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Appendix 2: COX-1 and COX-;, Selectivity charts for nonsteroidal anti-inflammatory drugs
(NSAIDs)

More COX , Selective (towards top)

AN | Generic Name Brand Names

rofecoxib Vioxx

etodolac Lodine, Lodine XL
meloxicam Mobic

celecoxib Celebrex

diclofenac Cataflam, Voltaren, Arthrotec
sulindac Clinoril

meclofenamate

piroxicam Feldene
diflunisal Dolobid
fenoprofen Nalfon, Nalfon 200
ibuprofen Motrin, Tab-Profen, Vicoprofen* (combined with hydrocodone),
Combunox (combined with oxycodone)
tolmetin Tolectin, Tolectin DS, Tolectin 600
naproxen Naprosyn, Anaprox, Anaprox DS, Naprelan
aspirin
nabumetone Relafen
indomethacin Indocin, Indocin SR, Indo Lemmon, Indomethagan
ketoprofen Oruvail
flurbiprofen Ansaid
ketorolac Toradol
Z
More COX ; Selective (towards bottom) Modified from 4%

© 2008 The Regence Group. All rights reserved.

dru041.7 Page 7 of 13



References

1.

10.

11.

12.

13.

14.

Celebrex® (celecoxib) Product Information. Pharmacia Corporation. Chicago, IL. February
2007.

Mukherjee D, Nissen SE, Topol EJ. Risk of cardiovascular events associated with selective
COX-2 inhibitors. JAMA 2001;286:954-9.

Silverstein FE, Faich G, Goldstein JL. Gastrointestinal toxicity with celecoxib vs. nonsteroidal
anti-inflammatory drugs for osteoarthritis and rheumatoid arthritis. JAMA 2000; 284:1247-55.

FDA Advisory Panel April 2001.
www.fda.gov/ohrms/dockets/ac/01/briefing/3677b1 03 med.doc
www.fda.gov/ohrms/dockets/ac/01/briefing/3677b2 03 med.doc
Accessibility to these sites verified November 11, 2003.

Perazella MA, Tray K. Selective cyclooxygenase-2 inhibitors: a pattern of nephrotoxicity similar
to traditional nonsteroidal anti-inflammatory drugs. Am J Med 2001;111:64-7.

Brater DC, Harris C, Redfern JS. Renal effects of Cox-2 selective inhibitors. Am J Nephrol
2001;21:1-15.

Geba GP, Polis AB, Dixon ME et al. Comparative blood pressure effects of rofecoxib,
celecoxib, and placebo in patients with osteoarthritis (OA): randomized controlled trial. EULAR
2001, Prague, #SAT0095.

Whelton A, Fort JG, Purna JA et al. Cyclooxygenase-2 specific inhibitors and cardiorenal
function: a randomized, controlled trial of celecoxib and rofecoxib in older hypertensive
osteroarthritis patients. Amer J Ther 2001;8:85-5.

McEntegart A, Capell HA, Creran D et al. Cardiovascular risk factors, including thrombotic
variables, in a population with rheumatoid arthritis. Rheumatol 2001;40:640-4.

Wolfe MM, Lichtenstein DR, Singh G. Gastrointestinal toxicity of nonsteroidal
antiinflammatory drugs. NEJM 1999:340:1888-99.

Singh G. Recent considerations in nonsteroidal anti-inflammatory drug gastropathy. Amer J Med
1998;105:31S-8S.

Singh G, Ramey DR, Morfleld D et al. Gastrointestinal complications of nonsteroidal anti-
inflammatory drug treatment in rheumatoid arthritis. Arch Intern Med 1996;156:1530-6.

Singh G and Ramey DR. NSAID induced gastrointestinal complications: the ARAMIS
perspective 1997. J Rheumatol 1998;25(supp 51):8-16.

Singh G and Triadafilopoulos. Epidemiology of NSAID induced gastrointestinal complications.
J Rheumatol 1999;26(supp 56):18-24.

© 2008 The Regence Group. All rights reserved.

dru041.7 Page 8 of 13



15. Singh G, Ramey DR, Triadafilopolous G. GI SCORE: a simple self-assessment instrument.
Arthritis Rheum 1998;41(supp 9):S75.

16. Rossat Julien, Maillard M, Nussberger J et al. Renal effects of selective cyclooxygenase-2
inhibition in normotensive salt-depleted subjects. Clin Pharmacol Ther 1999;66:76-4.

17. Whelton A, Maurath CJ, Verburg KM et al. Renal safety and tolerability of celecoxib, a novel
cyclooxygenase-2 inhibitor. Amer J Therap 2000;7:159-175.

18. Bextra Product Information. Pharmacia Corporation. Chicago IL. November 2001.

19. Oregon Health Resources Commission. COX-2 Inhibitors and Non-steroidal Anti-inflammatory
Drugs (NSAIDs) Summary Report. The Office for Oregon Health Policy & Research. June
2002. http://www.ohppr.state.or.us./

20. Wolfe SM, Sasich L. Testimony before the FDA arthritis drugs advisory committee on the
nonsteroidal anti-inflammatory drugs celecoxib and rofecoxib (HRG publication #1555). Public
Citizen Health Research Group February 7-8, 2001.

21. The Medical Letter On Drugs and Therapeutics. April 2002. Valdecoxib (Bextra) — a new COX-
2 inhibitor. Mark Abramowicz (Editor). The Medical Letter, Inc. New Rochelle, NY.

22. Thun MJ, Henley SJ, Patrono C. Nonsteroidal anti-inflammatory drugs as anticancer cancer
agents: mechanistic, pharmacologic, and clinical issues. J Nat Cancer Inst 2002;94:252-266.

23. Weggen S, Eriksen JL, Das P et al. A subset of NSAIDs lowers amyloidogenic Abeta4?2
independently of cyclooxygenase activity. Nature 2001;212-216.

24. International Alzheimer Congress, July 2002, www.alzforum.org/new/detail.asp?id=620

25. Warner TD, Guiliano F, Vojnovic I, et al. Nonsteroid drug selectivity for cyclo-oxygenase-1
rather than cyclo-oxygenase-2 are associated with human gastrointestinal toxicity: A full in vitro
analysis. Proc. Natl. Acad. Sci. Vol. 1999; 96:7563-7568, June

26. Chan FK, Hung LC, Suen BY, Wu JC et al. Celecoxib versus diclofenac and omeprazole in
reducing the risk of recurrent ulcer bleeding in patients with arthritis. N Engl J Med. 2002;
347:2104-10.

27. Lai K, Chu K, Hui W, Wong BC, Hu WH, et al. Celecoxib compared with lansoprazole and
naproxen to prevent gastrointestinal ulcer complications. Am J Med. 2005;118(11):1271-8.

28. Sandborn WJ, Stenson WF, Brynskov J, Lorenz RG, Steidle GM, et al. Safety of celecoxib in
patients with ulcerative colitis in remission: a randomized, placebo-controlled, pilot study. Clin
Gastroenterol Hepatol. 2006;4(2):2003-11.

29. Solomon SD, McMurray JJV, Pfeffer MA, Wittes J, Fowler R, et al. Cardiovascular risk
associated with celecoxib in a clinical trial for colorectal adenoma prevention. N Engl J Med.
2005;352(11):1071-80.

© 2008 The Regence Group. All rights reserved.

dru041.7 Page 9 of 13



30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Singh G, Fort JG, Goldstein JL, Levy RA, Hanrahan PS, et al. Celecoxib versus naproxen and
dicolfenac in osteoarthritis patients: SUCCESS-I study. Am J Med. 2006;119:255-66.

ADAPT Research Group, Lyketsos CG, Breitner JC, Green RC, Martin BK, Meinert C,
Piantadosi S, Sabbagh M. Naproxen and celecoxib do not prevent AD in early results from a
randomized controlled trial. Neurology. 2007 May 22;68(21):1800-8.

Soininen H, West C, Robbins J, Niculescu L. Long-term efficacy and safety of celecoxib in
Alzheimer's disease. Dement Geriatr Cogn Disord. 2007;23(1):8-21.

Lilenbaum R, Socinski MA, Altorki NK, Hart LL, Keresztes RS, Hariharan S, Morrison ME,
Fayyad R, Bonomi P. Randomized phase Il trial of docetaxel/irinotecan and
gemcitabine/irinotecan with or without celecoxib in the second-line treatment of non-small-cell
lung cancer. J Clin Oncol. 2006 Oct 20;24(30):4825-32.

Smith MR, Manola J, Kaufman DS, Oh WK, Bubley GJ, Kantoff PW. Celecoxib versus placebo
for men with prostate cancer and a rising serum prostate-specific antigen after radical
prostatectomy and/or radiation therapy. J Clin Oncol. 2006 Jun 20;24(18):2723-8.

Akhondzadeh S, Tabatabaee M, Amini H, Ahmadi Abhari SA, Abbasi SH, Behnam B.
Celecoxib as adjunctive therapy in schizophrenia: a double-blind, randomized and placebo-
controlled trial. Schizophr Res. 2007 Feb;90(1-3):179-85.

Koo BK, Kim YS, Park KW, Yang HM, Kwon DA, Chung JW, Hahn JY, Lee HY, Park JS,
Kang HJ, Cho YS, Youn TJ, Chung WY, Chae IH, Choi DJ, Oh BH, Park YB, Kim HS. Effect
of celecoxib on restenosis after coronary angioplasty with a Taxus stent (COREA-TAXUS trial):
an open-label randomised controlled study. Lancet. 2007 Aug 18;370(9587):567-74.

Heath El, Canto MI, Piantadosi S, Montgomery E, Weinstein WM, Herman JG, Dannenberg AJ,
Yang VW, Shar AO, Hawk E, Forastiere AA; Chemoprevention for Barrett's Esophagus Trial
Research Group. Secondary chemoprevention of Barrett's esophagus with celecoxib: results of a
randomized trial. J Natl Cancer Inst. 2007 Apr 4;99(7):545-57.

Farley JH, Truong V, Goo E, Uyehara C, Belnap C, Larsen WI. A randomized double-blind
placebo-controlled phase 11 trial of the cyclooxygenase-2 inhibitor Celecoxib in the treatment of
cervical dysplasia. Gynecol Oncol. 2006 Nov;103(2):425-30.

Saudan M, Saudan P, Perneger T, Riand N, Keller A, Hoffmeyer P. Celecoxib versus ibuprofen
in the prevention of heterotopic ossification following total hip replacement. a prospective
randomised trial. J Bone Joint Surg Br. 2007 Feb;89(2):155-9.

Antman EM, Bennett JS, Daugherty A, Furberg C, Roberts H, Taubert KA; American Heart
Association. Use of nonsteroidal antiinflammatory drugs: an update for clinicians: a scientific
statement from the American Heart Association. Circulation. 2007 Mar 27;115(12):1634-42.

© 2008 The Regence Group. All rights reserved.

dru041.7

Page 10 of 13



41.

42.

43.

44,

45.

46.

47.

48.

49.

Gislason GH, Jacobsen S, Rasmussen J, Rasmussen S, Buch P, Friberg J, et al. Risk of Death or
Reinfarction Associated With the Use of Selective Cyclooxygenase-2 Inhibitors and
Nonselective Nonsteroidal Antiinflammatory Drugs After Acute Myocardial Infarction.
Circulation. 2006;113: 2906-2913.

Therapeutics Initiative Evidence Based Drug Therapy Therapeutics Letter. Selective COX-2
inhibitors:  Are they safer NSAIDs? January/February  2001. Found at:
http://www.ti.ubc.ca/PDF/39.PDF. Accessed October 26, 2007.

Warner TD, Mitchell JA. Cyclooxygenases: new forms, new inhibitors, and lessons from the
clinic. FASEB J. 2004 May;18(7):790-804

ADAPT Research Group, Martin BK, Szekely C, Brandt J, Piantadosi S, Breitner JC, Craft S, et
al. Cognitive function over time in the Alzheimer's Disease Anti-inflammatory Prevention Trial
(ADAPT): results of a randomized, controlled trial of naproxen and celecoxib. Arch Neurol.
2008 Jul;65(7):896-905. Epub 2008 May 12.

Papadimitrakopoulou VA, William WN Jr, Dannenberg AJ, Lippman SM, Lee JJ, Ondrey FG, et
al. Pilot randomized phase 1l study of celecoxib in oral premalignant lesions. Clin Cancer Res.
2008 Apr 1;14(7):2095-101.

Dirix LY, Ignacio J, Nag S, Bapsy P, Gomez H, Raghunadharao D, et al. Treatment of advanced
hormone-sensitive breast cancer in postmenopausal women with exemestane alone or in
combination with celecoxib. J Clin Oncol. 2008 Mar 10;26(8):1253-9.

Koéhne CH, De Greve J, Hartmann JT, Lang I, Vergauwe P, Becker K, et al. Irinotecan combined
with infusional 5-fluorouracil/folinic acid or capecitabine plus celecoxib or placebo in the first-
line treatment of patients with metastatic colorectal cancer. EORTC study 40015. Ann Oncol.
2008 May;19(5):920-6. Epub 2007 Dec 6.

Jakobsen A, Mortensen JP, Bisgaard C, Lindebjerg J, Rafaelsen SR, Bendtsen VO. A COX-2
inhibitor combined with chemoradiation of locally advanced rectal cancer: a phase Il trial. Int J
Colorectal Dis. 2008 Mar;23(3):251-5. Epub 2007 Dec 7.

Fuchs CS, Marshall J, Mitchell E, Wierzbicki R, Ganju V, Jeffery M, et al. Randomized,
controlled trial of irinotecan plus infusional, bolus, or oral fluoropyrimidines in first-line
treatment of metastatic colorectal cancer: results from the BICC-C Study. J Clin Oncol. 2007
Oct 20;25(30):4779-86.

© 2008 The Regence Group. All rights reserved.

dru041.7

Page 11 of 13



50.

51.

52.

53.

54,

55.

56.

S7.

58.

Nery FG, Monkul ES, Hatch JP, Fonseca M, Zunta-Soares GB, Frey BN, et al. Celecoxib as an
adjunct in the treatment of depressive or mixed episodes of bipolar disorder: a double-blind,
randomized, placebo-controlled study. Hum Psychopharmacol. 2008 Mar;23(2):87-94.

Yen CA, Damoulis PD, Stark PC, Hibberd PL, Singh M, Papas AS. The effect of a selective
cyclooxygenase-2 inhibitor (celecoxib) on chronic periodontitis. J Periodontol. 2008
Jan;79(1):104-13.

Sinsakul M, Sika M, Rodby R, Middleton J, Shyr Y, Chen H, et al. A randomized trial of a 6-
week course of celecoxib on proteinuria in diabetic kidney disease. Am J Kidney Dis. 2007
Dec;50(6):946-51.

Matuk R; Crawford J; Abreu MT, et al. The spectrum of gastrointestinal toxicity and effect on
disease activity of selective cyclooxygenase-2 inhibitors in patients with inflammatory bowel
disease. Inflamm Bowel Dis 2004;10(4):352-356.

Bonner GF. Exacerbation of inflammatory bowel disease associated with use of celecoxib. Am J
Gastroenterol 2001;96(4):1306-1308.

Hofmann AA, Bloebaum RD, Koller KE, et al. Does celecoxib have an adverse effect on bone
remodeling and ingrowth in humans? Clin Orthop Relat Res 2006;452:200-204.

Tindall EA, Sharp JT, Burr A, et al. A 12-month, multicenter, prospective, open-label trial of
radiographic analysis of disease progression in osteoarthritis of the knee or hip in patients
receiving celecoxib. Clin Ther 2002;24:2051-2063.

Reuben SS, Ekman EF. The effect of cyclooxygenase-2 inhibition on analgesia and spinal
fusion. J Bone Joint Surg Am 2005;87A:536-542.

Reuben SS, Ablett D, Kaye R. High dose nonsteroidal anti-inflammatory drugs compromise
spinal fusion. Can J Anesth 2005;52(5):506-512.

© 2008 The Regence Group. All rights reserved.

dru041.7 Page 12 of 13



None

N/A

© 2008 The Regence Group. All rights reserved.

dru041.7 Page 13 of 13



