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Abstract

Insufficient information of drug monograph can cause failure in treatment, so drug monograph
is the main role to aid physicians in treatment. According to this, the researcher aimed to develop drug
monograph to a new appropriate drug monograph which have effectiveness, accuracy and reliability.
Moreover, a new drug monograph will develop to digit drug monograph. A new drug monograph was
created from the combination between hospital’'s drug monograph and 6 databases including
AccessPharmacy, ClinicalKey, RxList, Drugs.com, Medscape and UpToDate by using the keyword
was “ selective cox-2 inhibitor”. Then data was assessed by 15 experts, clinicians who involved with
drug monograph in hospital in Chonburi region. A 26-item questionnaire was administered, and data
were summarized and presented using descriptive statistics The result explained that a 25-items of
new drug monograph can apply.The second objective of this study aimed to assess the effectiveness
and completeness of information by compared information of those databases to referenced standard
book “ Drug Information Handbook edition 26" . A 21-items was administered, and data were
summarized and presented using both descriptive statistics and One way ANOVA. The results told that
the information obtained from UpToDate was the most effectiveness and completeness, following by

Drugs.com, Medscape, RxList, ClinicalKey and AccessPharmacy, respectively.

Major Advisor Mr. Phakdee Sukpornsawan
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Piadiaf 11 Adverse reactions (common side effect, serious side effect)
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Pindiaf 12 Adverse reactions (common side effect, serious side effect)
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%india7 13 Warning and precaution (ALFABULALIAA235254)
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9india# 14 Contraindication (Aa3i1314%)
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Piadiad 15 Interaction (RwMITIEN)
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iadia? 16 Pregnancy and lactation (39394 US FDA, ADEC preg. cat)
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iadia7 17 Monitoring (N135RAR)
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Wiadiah 18 Patient education (AuuzTN&MTUE1Iae)
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iadia? 19 Storage and compatibility (ifmﬁd special precaution for storage/long term)
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#iadia?l 20 Stability (AA1NAIFABLEIN)
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iadiad 21 Shelf life (a1gn134finENEN)
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iadlal 22 Drug identification uazgilnnen
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iadiaf 23 Mim class (detail & code)
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Pindiad 26 Post marketing information (%]@@mu@"am@mm)
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[l special population

[l ceneric name

[l Pharmacodynamic

[l warning and precuation
[l Dosing and administration
[l Adverse reactions

[l Warning and precaution

B Interaction

111117 90101010 4

- R TAN
[l Brand name

[l Pharmacokinetic
[l contraindication
[l Special population
[l Black box warning
B Contraindication

Pregnancy and lactation

Monitoring Patient education

gUN WA 2 nemuanaanIsuaniaIAziBLsaziadianielu Drug monograph aanunnliiias

2. NAWAAIANAINITO LUNITRUAULDYALAZANNATUNIUARITDYAAIN
v

ATUUABNARN
a9 CY]

annsfsunauANaINin lunsauAudieayauaranuasuiisuaesiayaannusias
gudayadcunislatimtinsrziannuudstiuuuudiuunyniabes (ONE WAY ANOVA) i
N1sANEIAIAN9197 2- 14 Taadnvuadawlosinee AY8 1Aa AccessPharmacy, 2 Aie
ClinicalKey, 3 Aa drugs.com, 4 Ag Medscape, 5 Aa Rx.List, 6 A UpToDate, N A8 AU
Wadiamuniiadadnede, SUM-A Aia Anuainnsnlunisdusudieys, SUM-C Aa AvuAsuiiou
199daaannAuAuNEUTUNIIAaE1983, SUM-A (60%) A ANaINsn lun1sduAudieya
Walditnuinludauaasarnainisalunisdumideya windu Seaas 60, SUM-C (40%) Aa

AnATUfiouaasdiayaa nnIsAuAUNs Ui UMsAa81989 Waliiuiuinludauaes
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ANAINITnluNIsAUMIdiaya Wini $euas 40 waz SUM-AC Ae ANAINTT0 lUNNTALAY

¥ v v d % = o o A % a
LRHABATAIMNATUNIUABNTDHAINNNITAUAUNLUNUNUNADD NI

AT 2 ANNIIUARIHA Descriptive ilag ANOVA 189 SUM-A

95% Confidence

Interval for Mean

Std. Std. Lower Upper
N Mean | Deviation | Error | Bound Bound F-test Sig.
SUM-A 1 21 0.00 0.000 | 0.000 0.00 0.00 | 10.150 [ .000
2 21 .52 .750 .164 18 .87
3 21 1.14 793 | 173 .78 1.50
4 21 71 463 | 101 .50 92
5 21 62 498 | 109 .39 .85
6 21 1.33 1.065 | .232 .85 1.82
Total [ 126 72 796 | .071 58 .86

= P 4y g
Aa1nA19197 2 arunsoudanalian AenuatnisalunisduAudieyaaas

AccessPharmacy HeAadtazdadetuunIns Uiy 0.00 + 0.000 AINAINITDIUNNS
A4 v v o a P ) ~ Vo
duAudeyaved ClinicalKey HA1tafauazdiuideiuunInsg vy 0.52 £ 0.750

4y oy a A ' = e
AvNannInlun1sdududieyaned drugs.com HAnadtuardauleiuunmsgIwyiniy 1.14
+0.793 AvNA1HNsD lunsAuAutiayaTas Medscape HAT@AtuATdI T e LUNIATIIU
Wi 0.71 + 0.463 A na nnsnlun1sdufnudeyases Rx List HA@Auaz WY
NIMTFIYINGAL 0.62 £ 0.498 wazAdNaNTTalun1sAUALTeyales UpToDate HAN@AL LAY
doudeiuuNnggIuYnaL 1.33 £ 1.065 Asiuannsaaglualidn giudeyaiiipainanuns

lunnsduAudeyannfga Aa UpToDate, Drugs.com, Medscape, RxList, ClinicalKey Was
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Vd!

AccessPharmacy AMNA1AL T9ANa1nsnlunisduAudayaaingiudieys wudn F-test &

A o

ANNLANFANNALAE NN AN AEUN9ARA (p=0.000)

o

AT 3 ANNIIUAAIHA Descriptive lag ANOVA 289 SUM-C

95% Confidence

Interval for Mean

Std. Std. Lower | Upper
N Mean | Deviation Error | Bound | Bound | F-test Sig.
SUM-C 1 21 0.00 0.000 | 0.000 0.00 0.00 | 10.24 .000
2 21 19 402 | 088 01 37| ©
3 21 .81 .680 .148 .50 1.12
4 21 .33 483 .105 A1 .55
5 21 57 507 A1 .34 .80
6 21 .95 .740 161 .62 1.29
Total 126 48 .616 .055 37 .58

% 4

A o o "

ANA1919% 3 arunsoudanaliidn Arnuasuiiauluntsduiudayanas
AccessPharmacy HAMaaeuazdIuDEUUNIATI MWL 0.00 + 0.000 ANAsUEaUluNIg
Y, L A P | ~ Vo
duAudayaved Clinicalkey HAnadsuazdauldenuuningg1umafiy 0.19 £ 0.402 AN

psufiaulunisdududesyases Drugs.com HAnaasuazdudeuunImATgIumaiy 0.81

4

0.680 A NATLHINlUNNTALANT R ALY Medscape HANRALUATAIULTEULUNIATTI

u

% 4

WU 0.33 + 0.483 ANATUEARIUNTRUAUTANAUDY RxList HANLRAEILAT AT

a

a

NIMTFIUWNAL 0.57 + 0.507 uazAsufinulunisduduieyares UpToDate HAadtLazdaw
ai 1 o 09; P & a;d v
WERLLRNIATITUNINL 0.95+£0.740 muummmmg‘ﬂmimq gmm@g@mummmumulu

n1sduAudeyaninfgn Aa UpToDate, Drugs.com, RxList, Medscape, ClinicalKey uaz
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Vd!

AccessPharmacy AMNa1AL T9AdnAsUiaulun1sduAudeyaang uiiays wudn F-test &

A o

ANNLANFANNALAE NN AN AEUN9ARA (p=0.000)

o

AT 4 ANIIUARINA Homogeneity of Variances 184 SUM-A wae SUM-C

Levene Statistic df df2 Sig.

SUM-A 10.443 5 120 0.000

SUM-C 8.515 5 120 0.000

ANANTILAASHATES Homogeneity of Variances @aunsaudanalfian annuaiunsnlu
n1sdufudiayaaingiuieya HAvuuand1eiueteliedAynieaitia (p=0.000) karAIIN
A o

v a4 % v v = 1 [ 1 o o aa
mumuiummuﬂummgmﬁﬂﬁmmmg@ HANLANANNNUALNHULAIATUNINEDRA (p=0.000)

aslddiayaann Post Hoc tests AN Dunnett T3 lumn3199 5

R399 5 ANIILEASEA Multiple Comparison 183 SUM-A

Mean Std. 95% Confidence Interval
Dependent Variable Difference | Error | Sig. Lower Bound Upper Bound
SUM-A DunnettT3 |1 2 -.524 164 | .059 -1.06 .01
3 -1.143" | 173 | .000 -1.71 -.58
4 -714° | 101 | .000 -1.05 -.38
5 619 .109 | .000 -.98 -.26
6 -1.333 | .232 | .000 -2.10 -57
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95% Confidence Interval

Mean Std.
Dependent Variable Difference | Error | Sig. Lower Bound Upper Bound
SUM- | Dunnett 524 | 164 | .059 -.01 1.06
A T3 -619 | .238 .169 -1.36 12
-190 | 192 .995 -.79 41
-.095 | .196 | 1.000 =71 52
-810 | .284 | .098 -1.70 .08
1.143"| 173 | .000 58 1.71
.619 | .238 .169 -12 1.36
429 1 .200 423 -.20 1.06
524 | 204 | .189 -12 1.16
-190 | .290 | 1.000 -1.09 71
7147 | 101 | .000 38 1.05
190 | 192 .995 -.41 .79
-429 | .200 423 -1.06 .20
095 | .148 | 1.000 -.36 .56
-619 | .253 | .251 -1.43 19
619 | 109 | .000 .26 .98
095 | .196 | 1.000 -52 71
-524 | 204 .189 -1.16 12
-095 | .148 | 1.000 -.56 .36
-714 | .256 123 -1.53 .10
1.333 | .232 .000 .57 2.10
810 | .284 | .098 -.08 1.70
190 | .290 | 1.000 -71 1.09
619 | .253 251 -.19 1.43
714 | .256 123 -10 1.53
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AINANTNUAAINITILRELELANEIN T lWALAUT ey A nusaz g uTieya wudn
2 Y v s 1 . '
mmmmmlummumumﬂwmﬂ Access Pharmacy LLQ\INF’VJ’]NLl,fﬁlﬂ[/51’]\‘1"Q’m ClinicalKey 2814

TI&ATYNINADA (p<0.05) ArnaINngnlun1sAududiayaann Access Pharmacy 8RN

o 1%

WANGIN9AIN Drug.com aeiNaHiE&IATYN1NaTE (p=0.000) AINANITD IWNNIAUALTaLAAIN

o aa

Access Pharmacymm’mumﬂmmm Medscape AN ”m%mzymmnm (p=0.000)

d ¥ I = ] . ' =
mwmmmiummuﬂumﬂzﬂ@@ﬁﬂ Access Pharmacy 4AMULANAINATIN RxList 889U

@ o° [ %

Wed1ATYNN9ans (p=0.000) ANAINNTATUNTALAUTBYAAIN Access Pharmacy HAIH

o [

uANGiNeaIN UpToDate atialtitdAtyn1ana (p=0.000) mnuaixnsnlun1saufudieyaain

o [

ClinicalKey ldflAMuuANFI9aN Drug.com aeneltitdAtunNaia (p<0.05) mNaNIn
nsduAudiagaann Clinicalkey lafimauuansngann Medscape aeineliladAyn1eaia
(p<0.05) AvNAMNsnluNNAuALTayaaIn Clinicalkey THHANNWANFI9AIN RxList aginadl

UHANATYNNETA (p<0.05) AanaINIgn lun1sauALdayaain Clinicalkey tEAMMBANFIY

o aa

A1n UpToDate #8197 a&1ATyn19anif (p<0.05) Aanuau1snlunisdududeyaann

o o a

Drugs.com ldfiAanuuansneann Medscape aenaliadAun 9atia (p<0.05) ANNAINNTO

o a

lunns@uAuiiagaain Drugs.com LHAINUANFN9AIN RxList a9l T8 d1ATyN19ana

(p<0.05) AaNaNsD luNNsAUAUTaYaann Drugs.com TdHAMNWANFI9AIN UpToDate

o o

ataHTANATYNINATA (p<0.05) ANAINITDlUNITALAUTayaaIn Medscape TdHAN

o

] o a

WANGN9AIN RxList aeielisd1ATYNI9aia (p<0.05) Arua unsnlun1sdududagyaan

o

o o

Medscape luiflauuansneann UpToDate ag NNUEAATUNINEDR (p<0.05) AANaINTnlu

o o a

n1sauALdayaaIn RxList lRAMNUANFI9ATN UpToDate atielidAtynivalia (p<0.05)
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AT 6 ANIUAAINA Multiple Comparison 183 SUM-C

95% Confidence Interval

Mean Std.
Dependent Variable Difference Error Sig. Lower Bound Upper Bound
SUM-C | Dunnett -.190 .088 | 419 -48 10
T3 -810° 148 | .000 -1.30 -.32
-.333 105 | .065 -.68 .01
5717|111 | 001 -.93 -21
-.952" 161 .000 -1.48 -42
190 .088 | 419 -10 48
-619° | 172 015 -1.16 -.08
-.143 137 .992 -.57 .28
-.381 41 137 -.82 .06
-762° 184 1 .004 -1.34 -18
810 148 | .000 .32 1.30
619 | 72| 015 .08 1.16
476 .182 .166 -.09 1.04
238 185 | 954 -.34 .81
-.143 219 | 1.000 -.82 .54
.333 105 | .065 -.01 .68
143 137 .992 -.28 57
-476 .182 .166 -1.04 .09
-.238 .153 .839 =71 24
619 .193 .041 -1.22 -.02
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Mean 95% Confidence Interval
Differenc | Std.

Dependent Variable e Error Sig. Lower Bound Upper Bound
SUM-C | Dunnett 571 111 .001 21 93
T3 381 141 A37 -.06 .82
-238 | .185 954 -.81 .34

238 | .153 839 -24 71
-381 | .196 562 -.99 23
952" | 161 .000 42 1.48
762" | 184 .004 18 1.34
143|219 | 1.000 -54 .82
619 | .193 .041 .02 1.22
381 .196 562 -23 .99

= ¥ A ¥ b4 ! k4 4
AINFAITINLEA ﬂ\‘m’]‘j‘L‘]ﬁ‘E‘LIWIﬂ‘LI m’mmumuiuamumgmmLmeg’mmmﬂ@ WL

mmmu?ﬁquﬁlumﬁuﬁu%@g@mn Access Pharmacy hdilAnuuwansngann ClinicalKey agina

o o o

o A1ATYN19aA (p<0.05) AnNAsufiaulun1sduAuieyaan Access Pharmacy A3

o o

WANFN9ATN Drugs.com atiNAUEA1ATYNI9ATH (p=0.000) A NAsUtaulunsdauAudiayas

e o

/11N Access Pharmacy TdlANwANFAN9aN Medscape asnalifudnA ‘VI’N'&Q 5 (p<0.05)

AnAsuiauluntsduAudieyaann Access Pharmacy liiAa uuansngann RxList ainadl

o o 1%

Ued1Ayn19aia (p<0.05) AnAsuiioulun1sauAuieyaann Access Pharmacy HA31H

o [ %

UANGIN9AIN UpToDate atieditidAtyni9ania (p=0.000) Aruasutiaulunisduiudiayaain

o

ClinicalKey 8A2MNLANFAI9AN Drugs.com agneluadNAtyn19ans (p=0.015) AauAsLEIU

Tunnsduduiiagaan ClinicalKey TdHANUANFI9AIN Medscape at9X1iHA AN NATA
(p<0.05) A uAsUBiaulun sAuAudayaan Clinicalkey TdiAMuLANF19aIN RxList agiadl

WHANATYUNNEDA (p<0.05) AuATUEaulun1sduAutiayaan Clinicalkey HANNUANGINGAIN



35

o o

UpToDate ati9ltitid1Atynieadia (p=0.004) manuasufioulunisduduiiayaain Drugs.com

o

o o

1 1 1 a o aa % A %
vLNNﬂQ’]NLL[ﬂﬂF]’N’QWﬂ Medscape a8NNHULANATUNINADRA (p<0.05) ANNNATLOIUIUNTALAL

° o

fiagyaann Drugs.com haHAMNLANFI9aIN RxList atinaliad1Anynieadia (p<0.05) AN

o

o o

psufioulunisduAuiayaain Drugs.com luiAINUANG1931N UpToDate atinaltiudnAny

o

N9anA (p<0.05) ANAINITDIUNNIALAUTaYAAIN Medscape HWANAN9AIN RxList 889

o [ %

Wad1AYN19aDA (p<0.05) ANA NI luN sAUAuiayaain Medscape WANFAIIANN

o [ %

UpToDate aeinaltidAtymieana (p=0.041) Anudxisnlunisdauiudeyaain RxList 14

A o

WANF19aN UpToDate aeialuadNAtun e (p<0.05)

=2 2 ¥ o v =< = A Y
ANRANITANHIE19FURN IinsudenaeenisizeuiauanaIn g lun1sauAu
dayaLarAINATUTIUIEIT ey AN UTRYATN 6 g udeya LLLLENAIU ANTULNNN
= =) 1% v ! o ¥ v ¥ 4
WhauwaumNanisnlunisduAudeyasauiuatinasuiituresdeyaaingudeya tneli
midnludanaesannainisalunisdunndeya windu seaas 60 389ANAN1TAlUNNS

% b4 1

auAndayaainudazgruieyanaiuisnduAuld waziiuumdudl SUM-A (60%) uazli
unidnludiuzesanuasuiiuredeyaanuiarg udeya vindu seuay 40 289A91N
psutinuresliayaanusiazgiudeyanainisnduiuld Inafauualidy SUM-C (40%) A

AN 7
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AT 7 AN9LARINA Descriptive Waz ANOVA 189 SUM-A (60%)

95% Confidence

Interval for Mean

Std. Std. Lower Upper
N Mean | Deviation Error Bound Bound F-test | Sig.
SUM-A 1 21| 0.0000 | 0.00000 | 0.00000 | 0.0000 | 0.0000 | 10.150 | .000
(60%) 2 21| .3143 44976 | .09815 1096 5190
3 21| .6857 47569 | .10381 4692 9022
4 21| 4286 27775 | .06061 3021 5550
5 21| 3714 29857 | .06515 2355 5073
6 21| .8000 63875 | .13939 5092 | 1.0908
Total | 126 | .4333 47783 | .04257 3491 5176

A1nA19197 7 aunsoudanaliian moanatnisnlunisdududeyaves
AccessPharmacy HAtaatuarduietuunImsgIuyiai 0.00 + 0.000 AINEINITDlUNNS
AuAuiiaya1eq Clinicalkey HANaft LAz U T UUNINTFIWINTL 0.44976 + 0.09815

4y gy = = ' = L
AnaIN1snluntsiuAutieyares Drugs.com HAnadsuazdaudauuunInsgvinty

0.47569 + 0.10381A2NAN130 IUNNTALAUTBY ALY Medscape HANRALLAZAYWITIgLLIY

1
g a

NIRTFIUINAL 0.27775 £ 0.06061 AHANNTDIUN1TALAUTEYAT8 RxList HAN@AUAY

% ¥

mmﬁmmummgmwhﬁu 0.29857 +0.06515 LazAINNATN170IUN1TALANTayAe

u

Lo

v
o 4

UpToDate HAtafeuazdatudaduunngg1uiniy 0.63875 + 0.13939 Avtiugiudeyad

49 a

pad)}

=

AuaInnsnlunisaududeyanniign Ae UpToDate, drugs.com, ClinicalKey, RxList,

Medscape Wag AccessPharmacy AMNATIAL 9ANaINIsn lunsaufudayaaingiuieya

A o

WU F-test RAuLAnsnefiuee e NiadAtunneada (p=0.000)
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M54 8 MN9ILAAIHA Descriptive Waz ANOVA 189 SUM-C (40%)

95% Confidence

Interval for Mean

Std. Std. Lower Upper

N Mean | Deviation Error Bound | Bound F-test | Sig.

SUM-C 1 21| 0.0000 0.00000 | 0.00000 | 0.0000 | 0.0000 | 10.246 | .000
(40%) 2 21 .0762 .16095 .03512 .0029 1495

3 21 .3238 .27185 .05932 .2001 4476

4 21 1333 19322 .04216 .0454 2213

5 21 .2286 .20284 .04426 1362 .3209

6 21 .3810 .29601 .06459 2462 5157

Total 126 .1905 .24639 .02195 1470 .2339

% b4

ANA19190 8 arnnsoudanaliidn Amornasuiiaulunisduiudeyanaes
AccessPharmacy HANaaeuazdIudEUUNIATI MWL 0.00 + 0.000 ANAsUEaNluNIg
Y o A P | ~ | o
duAudiayazed Clinicalkey HANaAtUAz AU TEUUUNIATFIWNNAL 0.16095 + 0.03512

v A 1% v a dl ! dl 1 [
Aupsuiaulunisduiuiiayaves Drugs.com HATatLazdauideuuuInsgIuviaiy
0.27185 + 0.05932A01ATUAAWIUNNIALALTYATD Medscape HANRALILATAIWLTIRNILIY
NIRTFIUINAY 0.19322 + 0.04216 AvnATUiulun1sAUAUTaya189 RxList HANRAELAY
doudeuuNInggIuiniL 0.20288 + 0.04426 uazAsuiiauwlunisdufuieyazes UpToDate
= = | = e v o P ol %
Hrafsuazd i deuUUNIATgINMNTL 0.29601 + 0.06459 Avtiug uiieyaniauAsutiow
lunnsduAudeyannfign Aa UpToDate, Drugs.com, RxList, Medscape, ClinicalKey Was

o o

AccessPharmacy AMNA1AL T9AdnAsuiaulun1sauAndeyaaing utioys wudd F-test X

A o

ANNULANANAUAENNHIRIANATUNI9ATIA (p=0.000)
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A17197 9 MNTLARINA Homogeneity of Variances 184 SUM-A(60%) Laz SUM-C(40%)

Levene Statistic df1 df2 Sig.
SUM-A (60%) 10.443 5 120 .000
SUM-C (40%) 8.515 5 120 .000

AMNANTWLAANNAYAY Homogeneity of Variances gaunsouanalfian Auannsaly

= 1% % v = 1 o ] a o o o aa
mmmumﬂgmmﬁmmma HAMULANANNUALNHNULFIATUNNADR (p=0.000) LarA1d

psudiaulunisduAudeyaaingiudeya Hacuuansneiuedeiied1Atyn1eana (p=0.000)

aslddiayaann Post Hoc tests AN Dunnett T3 Tupn91991 10

A1719% 10 A1319UARINA Multiple comparisons 284 SUM-A (60%)

Mean Std. 95% Confidence Interval
Dependent Variable Difference Error Sig. Lower Bound | Upper Bound
SUM-A | Dunnett | 1 -31429 | .09815 | .059 -.6364 .0078
(60%) T3 -68571 | .10381 .000 -1.0264 -.3450
-42857 | .06061 .000 -.6275 -.2297
-37143 | .06515 .000 -.5853 -.1576
-.80000 | .13939 | .000 -1.2575 -.3425
2 31429 | .09815 .059 -.0078 .6364
-.37143 | 14286 169 -.8144 .0715
-.11429 | 11535 .995 -.4760 2474
-.05714 | 11780 | 1.000 -4255 3112
-.48571 7047 .098 -1.0176 .0462
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Mean Std. 95% Confidence Interval
Dependent Variable Difference Error Sig. Lower Bound | Upper Bound

SUM-A | Dunnett | 3 1| 68571 10381 .000 3450 1.0264
(60%) 13 2| .37143 14286 | .169 -.0715 8144
4 25714 .12020 423 -.1207 .6349

5] .31429 12256 | .189 -.0698 .6983

61 -.11429 7379 | 1.000 -.6556 4270

4 1| 42857 .06061 .000 2297 6275

21 11429 11535 | .995 -.2474 4760

3| -25714 .12020 423 -.6349 1207

5] .05714 .08899 | 1.000 -.2188 3331

6 -.37143 15199 251 -.8553 124

5 1| .37143 .06515 | .000 1576 5853

2 .05714 11780 | 1.000 -.3112 4255

31 -.31429 12256 .189 -.6983 .0698

41 -.05714 .08899 | 1.000 -.3331 2188

6 -.42857 156386 | .123 -.9169 .0597

6 1| .80000 13939 | .000 3425 1.2575

2 48571 7047 .098 -.0462 1.0176

3 11429 7379 | 1.000 -4270 .6556

4 37143 15199 251 -.1124 .8553

5 42857 .15386 123 -.0597 9169

AINATNUARINI T RELEUAINAINNTD IuALARtayaaInuFazg1udeya WU
paNnsn lunsAuAuiiagaan Access Pharmacy HAINLANGNNAIN ClinicalKey agiail

Wed1ATYNNana (p=0.059) Auatnnsnlun sduAuiiayaain Access Pharmacy A1
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41N UpToDate atin9llad1Atyn19aiif (p<0.05) Aanuaunsnlunis@ududagyaann

o

o o aa

Drugs.com ldfiAanuuansngann Medscape agnaltiad Ay 9atia (p<0.05) ANNAINNT

o o aa

lunns@uAuiiagaain Drugs.com LHAINUANFN9AIN RxList el T8 d1ATyN19ana

(p<0.05) A NAN9D luNT9AuAUdeYaann Drugs.com THAMNUWANFI9AIN UpToDate

o o

ataHTANATYNINATEA (p<0.05) ANAINITnlUN1IALAWTayaaN Medscape TdHAYN

o o

WANFIN9AIN RxList 8eeliudAtyn19adia (p<0.05) AarnanisnlunisdauAudayaain

[

o o

Medscape liflauuansngann UpToDate ag NNUE&1ATYNINEDH (p<0.05) AAuaNInlu

o [ %

nsduAudiayaain RxList ldAuuAne1ean UpToDate agelitd1Atun1eadia (p<0.05)

o

'
A a

%umwmamwﬁqLﬂalﬂﬂf;ml,l,mnﬁm@wdwﬂziu (Mean Difference) 2184 Access Pharmacy il
ClinicalKey, Drugs.com, Medscape, RxList waz UpToDate NA1LNTU -0.31429, -0.68571, -
0.42857, -0.37143 WAz -0.80000 AINAIAL LandlHiiiudn Access Pharmacy HAMNAINNTD
slUﬂW?%ugﬁu%ﬂH@ﬁ@ﬂﬂ’jﬁ UpToDate, Drugs.com, Medscape, RxList Lkae ClinicalKey
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A1T19N 11 AN3IUARNA Multiple comparisons 284 SUM-C (40%)

95% Confidence Interval

Mean Std.
Dependent Variable Difference Error Sig. Lower Bound Upper Bound
SUM-C [ Dunnett 2 -07619 | .03512 | .419 -.1915 .0391
(40%) 13 3 -32381 | .05932 | .000 -.5185 -.1291
4 -13333 | .04216 | .065 -2717 .0050
5 -22857 | .04426 | .001 -.3738 -.0833
6 -.38095 | .06459 | .000 -.5929 -.1690
1 07619 | .03512 | .419 -.0391 1915
3 -24762 | .06894 | .015 -.4642 -.0311
4 -.05714 | .05488 | .992 -.2276 1133
5 -15238 | .05650 | .137 -.3281 .0233
6 -30476 | .07352 | .004 -.5366 -.0730
1 32381 | .05932 | .000 1291 5185
2 24762° | 06894 | .015 .0311 4642
4 19048 | .07278 | .166 -.0365 4175
5 09524 | .07402 | .954 -.1353 .3257
6 -.05714 | .08770 | 1.000 -.3291 2148
1 13333 | .04216 | .065 -.0050 2717
2 05714 | .05488 | .992 -.1133 2276
3 -19048 | .07278 | .166 -4175 .0365
5 -.09524 | .06113 | .839 -.2848 .0943
6 -24762 | 07714 | .041 -.4890 -.0063
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Mean Std. 95% Confidence Interval

Dependent Variable Difference | Error Sig. Lower Bound Upper Bound
SUM-C [ Dunnett | 5 1 22857 | .04426 | .001 .0833 .3738
(40%) T3 2 15238 | .05650 | .137 -.0233 .3281
3 -.09524 | .07402 | .954 -.3257 1353

4 .09524 | .06113 | .839 -.0943 .2848

6 -.15238 | .07830 | .562 -.3969 .0922

6 1 38095 | .06459 | .000 1690 5929

2 30476 | .07352 | .004 .0730 .5366

3 .05714 | .08770 | 1.000 -.2148 .3291

4 24762 | 07714 | .041 .0063 4890

5 15238 | .07830 | .562 -.0922 .3969
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a1 Access Pharmacy TdEA21uuANFN9aN Medscape ag1aliad1Atynneaia (p<0.05)

ArnAsuiioulun1sduAuiiayaain Access Pharmacy HAINLANFI9AIN RxList 8Ei193

o o° [ %

WeA1ATYNNANA (p=0.001) ArnuAsuiaulun1sAUAUdaaaIn Access Pharmacy AR

o [ %

WANGIN9AIN UpToDate atieditidAtynieania (p=0.000) Aruasutiaulunisduiudiayaain

o

ClinicalKey 8A2MNKANFI9AN Drugs.com agne i @Aty 19ans (p=0.015) AauATLEIU

o o

Tunnsduduiiagaan ClinicalKey TdiAINUANFI9AIN Medscape at19R1iHA AN AT

% ) % v .. 1l 1 . ] a
(p<0.05) AruAsUBiaulun sAuAudayaan Clinicalkey TdiAMuLANF19aIN RxList agiadl
WHANATYUNNADA (p<0.05) AuATUEaulunN1sduAutiayaan Clinicalkey HAMNUANGINGAIN

a o
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A o

TdfHANLANAN9aIN Medscape 28N9iiad1AUN19aDR (p<0.05) ANATLALWILANIALAL
P U p

%

fiagyaann Drugs.com haHAMNLANFI9AIN RxList atinaliad1Anynieadia (p<0.05) AN

@ o

v A v v 1 1 1 = o
psutioulunisduAuiiayaann Drugs.com ludANUANE1931N UpToDate atineliiudnAgy
N9anA (p<0.05) ANAINITDIUNNIALAUTaYAAIN Medscape THUANGN9AN RxList 889

o [ %

Had1AuN19ana (p<0.05) ArNaIN1nlunN sauAuiayaain Medscape WANAIIAIN

° o

UpToDate aeinaltidAtymneana (p=0.041) Anuaxisnlunisaufudeyaan RxList 14
WANFN9aTN UpToDate aenafiadAtynieatia (p<0.05) FaiTleRanInARAEANNLANFN
72199NQN (Mean Difference) 184 Access Pharmacy it ClinicalKey, Drugs.com, Medscape,
RxList waz UpToDate NA1NAL -0.07619, -0.32381, -0.13333, -0.22857 Waz -0.38095
pANA1AU Laneliiiugn Access Pharmacy HAanumsuiisuaasdiayatiaandn UpToDate,

Drugs.com, RxList, Medscape wag ClinicalKey ANANAL

A9 12 ANFIUAASHA Descriptive ag ANOVA 21239 SUM-AC

95% Confidence
Interval for Mean
Std. Lower Upper
N Mean Deviation | Std. Error | Bound Bound F-test Sig.
1 21| 0.0000 [ 0.00000 0.00000 | 0.0000 | 0.0000 | 12.493 .000
2 21 .3905 52336 11421 1522 6287
3 21 1.0095 .65871 14374 .7097 1.3094
4 21 5619 40308 .08796 3784 7454
5 21 .6000 48990 .10690 3770 .8230
6 21 1.1810 .84830 18512 7948 1.5671
Total 126 .6238 66722 .05944 5062 7415
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dl P A ¥y v v

ANE19NN 12 awnsoudanalidn avnuannsnluntsdaududieyauazainuasuiion

184993)aa1n AccessPharmacy HALaAtLATdWTENILUNIATFIWMATL 0.00000 + 0.00000
o Y o P = \ dl Vo

AuAsUiIulunsaUAudeyates Clinicalkey HANafsuazdIUIdeLUNIATF ML
0.52336 + 0.11421 ArxAsLEauluNIsAUALdayaTas Drugs.com HAN@AtLAT AW IELLIY
NIRTFIUINAL 0.65871 £ 0.14374 ArnuAsuiianlun1sauAuiieyated Medscape HAaAY
uarA eI LUNIATFIWYINTL 0.40308 £ 0.08796 ArNATLanluNTsALALTayaT89 RxList
A = ' = L v Ay oy
HAnadtuardULDENUUNIRTFIUYINAL 0.48990 £ 0.10690 wazasuiaulunisduduieya

184 UpToDate HAAtLATdd W LIEUUNIATFIMINTL 0.84830 + 0.18512 Astiugudiayan

I
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Hauasuiioulunisduduieyaninfqa Aa UpToDate, Drugs.com, ClinicalKey, RxList,

q

1% 4

[ [ % d“l A
Medscape ka e AccessPharmacy AMNANAL smmmmmmiummuﬂwumgmmzmm

psufiouresdeyaaingiudeya wud Ftest iaanunnsineiued19ldad1Ayn19a i

(p=0.000)

AT 13 ANTILARINA Homogeneity of Variances 183 SUM-AC

Levene Statistic df1 df2 Sig.

8.373 5 120 0.000

AMNATWLAAING Homogeneity of Variances aunsaulanalian Anainnsalunng

o o aa

auduieyauazrinnasuiionsesdeyaaingiudeya HannuuanseiietalibdAynieana

a u

(p=0.000) a4lddia3jaann Post Hoc tests AN Dunnett T3 Tuans1eh 14
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ANTIN 14 ANTIUARINA Multiple comparisons 984 SUM- AC

95% Confidence Interval

Mean Std.

Dependent Variable Difference | Error Sig. | Lower Bound | Upper Bound
SUM | Dunnett [ 1 2 -.39048 | .11421 .037 -.7653 -.0157
-AC T3 3| -1.00952" | .14374 | .000 -1.4813 -.5378
4 -56190 | .08796 | .000 -.8506 -.2732

5 -60000 | .10690 | .000 -.9509 -.2491

6| -1.18095 | .18512 | .000 -1.7885 -5734

2 1 39048 | 11421 .037 0157 .7653

3 -61905 | .18359 | .025 -1.1898 -.0483

4 -17143 | 14415 | 975 -.6200 2771

5 -20952 | 15643 | .939 -.6946 2755

6 79048 | 21751 .014 -1.4725 -.1084

3 1 1.00952" | .14374 | .000 5378 1.4813

2 61905 | 18359 | .025 .0483 1.1898

4 44762 | 16852 | 156 -.0810 9762

5 40952 | 17914 | 324 -.1484 9675

6 -.17143 | .23437 | 1.000 -.9005 5577

4 1 56190 | .08796 | .000 2732 .8506

2 7143 | 14415 | 975 -2771 .6200

3 -44762 | 16852 | .156 -.9762 .0810

5 -.03810 | .13844 | 1.000 -.4682 .3920

6 -.61905 | .20495 | .072 -1.2690 .0309
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Mean Std. 95% Confidence Interval

Dependent Variable Difference Error Sig. Lower Bound Upper Bound
SUM | Dunnett [ 5 1 60000 | .10690 | .000 2491 .9509
-AC T3 2 20952 | 15643 | .939 -.2755 .6946
3 -40952 | 17914 | .324 -.9675 1484

4 .03810 | .13844 | 1.000 -.3920 4682

6 -58095 | .21377 | 137 -1.2531 .0912

6 1 1.18095 | .18512 | .000 5734 1.7885

2 79048 | 21751 | 014 1084 1.4725

3 A7143 | 23437 | 1.000 -5577 .9005

4 61905 | .20495 | .072 -.0309 1.2690

5 58095 | 21377 | .137 -.0912 1.2531
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AABENSAULLLY Drug monograph

, ” o
Generic name (TARINTUNINEI)

Celecoxib

Brand name (1an1241)

CeleBREX; Acicox (BD); Aclexa (CZ, EE, HR, MT); Algoxib (BG); Artilog (ES);
Artose (VN); Arythrex (EG); Aubrex (PH); Brexen (PH); Caditar (PE); Cecox (LK); Celbexx
(PK): Celbric (KR); Celcox (IL, KR): Celcoxx (PH, VN); Cele V (KR); Celebex (KR): Celebone
(KR); Celebra (BR, CL, CR, DK, DO, FI, GT, HN, IS, NI, NO, PA, SE, SV, UY); Celebrex (AE,
AR, AT, AU, BB, BD, BE, BF, BG, BH, BJ, CH, CI, CN, CO, CY, CZ, DE, DK, EE, EG, ES, FR,
GB, GH, GM, GN, GR, HK, HR, ID, IE, 1Q, IR, IT, JO, JP, KE, KR, KW, LB, LR, LT, LU, LV,
LY, MA, ML, MR, MT, MU, MW, MX, MY, NE, NG, NL, NO, NZ, OM, PE, PH, PK, PL, PT, QA,
RO, RU, SA, SC, SD, SG, SK, SL, SN, SY, TH, TN, TR, TW, TZ, UG, VE, VN, YE, ZM, ZW);
Celecox (AE, BH, CY, 1Q, IR, JO, JP, KR, KW, LY, OM, QA, SA, SY, YE); Celecsil (KR);
Celenta (BD); Celexib (PH); Celexil (AU); Celib (IN, ZW); Celofen (ZW); Celoxib (EG); Celzib
(LK); Cerebrex (KR); Colcibid (LK); Colcibra (LK, ZW); Cox-2 (PH); Coxib (BD); Coxileb
(VN); Coxoral (PH); Coxzan (PH); Dilaksa (UA); Eliflam (PY); Eurocox (EG); Ezy (BD);
Favocox (HK); Flamar (PH); Flamex (JO); Flaxel (PE); Geocoxib (PH); Icox (PH); Keltrex
(HK): Letabex (CZ); Lexfin (CO); Mecelxib (VN); Mibecerex (VN); Miodar (CO); Nacoxib
(PH); Normocoxib (LB); Onsenal (AT, DE, DK, FR, TR); Painex (TH); Ranseleks (UA); Relexa
(SK); Revcox (LB); Roxib (CR, DO, GT, HN, NI, PA, SV); Selexa (PT); Stadloric (VN);
Stadloric 200 (HK); Swelcid (PH); Tselebreks (UA); Unicelib (ZW); Valdyne (CR, DO, GT,

HN, NI, PA, SV); Zecroxil (PH); Zobrex (TH); Zycel (IN)
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Alone or combination drug (81LRAEUTAENGATHAN)

Alone

Structure (IA798514)
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Chemical name: 4-[5-(4-methylphenyl)- 3-(trifluoromethyl)-1H-pyrazol-1-yl]

benzenesulfonamide and is a diaryl-substituted pyrazole.
Molecular weight: 381.38

Molecular formula: C,,H,,F,N,O,S,

Pharmacodynamics (lNAMNAFAA5T)

Platelets

In clinical trials using normal volunteers, celecoxib at single doses up to 800 mg and
multiple doses of 600 mg twice daily for up to 7 days duration (higher than recommended
therapeutic doses) had no effect on reduction of platelet aggregation or increase in
bleeding time. Because of its lack of platelet effects, celecoxib is not a substitute for aspirin

for cardiovascular prophylaxis. It is not known if there are any effects of celecoxib on
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platelets that may contribute to the increased risk of serious cardiovascular thrombotic
adverse events associated with the use of celecoxib.
Fluid Retention

Inhibition of PGE2 synthesis may lead to sodium and water retention through
increased reabsorption in the renal medullary thick ascending loop of Henle and perhaps
other segments of the distal nephron. In the collecting ducts, PGE2 appears to inhibit water

reabsorption by counteracting the action of antidiuretic hormone.

Pharmacokinetics (LNAMAaLAEHT)

Absorption: Prolonged due to low solubility

Distribution: Vd (apparent): Children and Adolescents ~7-16 years (steady-state):

8.3 £ 5.8 L/kg (Stempak 2002); Adults: ~400 L

Protein binding: ~97% primarily to albumin; binds to alpha1-acid glycoprotein to a

lesser extent

Metabolism: Hepatic via CYP2C9; forms inactive metabolites (a primary alcohol,

corresponding carboxylic acid, and its glucuronide conjugate)
Bioavailability: Absolute: Unknown

Half-life elimination: Children and Adolescents ~7-16 years (steady-state): 6 + 2.7

hours (range: 3-10 hours) (Stempak 2002); Adults: ~11 hours (fasted)

Time to peak: Children: Median: 3 hours (range: 1-5.8 hours) (Stempak 2002);

Adults: ~3 hours
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Excretion: Feces (~57% as metabolites, <3% as unchanged drug); urine (27% as
metabolites, <3% as unchanged drug); primary metabolites in feces and urine: Carboxylic

acid metabolite (73% of dose); low amounts of glucuronide metabolite appear in urine

2 v

Indication (MAunziiisuiuas. ne US FDA/EU $94%14 off-label use)

Acute pain: Management of acute pain.
Ankylosing spondylitis: Relief of the signs/symptoms of ankylosing spondylitis.

Juvenile idiopathic arthritis: Relief of the signs/symptoms of juvenile idiopathic

arthritis (JIA) in patients 2 years and older.
Osteoarthritis: Relief of the signs/symptoms of osteoarthritis.
Primary dysmenorrhea: Treatment of primary dysmenorrhea.
Rheumatoid arthritis: Relief of the signs/symptoms of rheumatoid arthritis

Off-Label: Gout and acute flares

Dosage form (g1uii1ienn)

Excipient information presented when available (limited, particularly for generics);

consult specific product labeling.
Capsule and Oral
CeleBREX : 50 mg, 100 mg, 200 mg, 400 mg

Generic : 50 mg, 100 mg, 200 mg, 400 mg
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Dosing and administration

Dosing

Adult Note: Use the lowest effective dose for the shortest duration of time,
consistent with individual patient treatment goals. Due to an increased risk of
cardiovascular events, use should generally be avoided in patients with established
cardiovascular disease or risk factors for cardiovascular disease. Use should also

be avoided in those with heart failure (Chan 2018; Schmidt 2016).
Acute pain or primary dysmenorrhea

Oral: Initial dose: 400 mg, followed by an additional 200 mg if

needed on day 1; maintenance dose: 200 mg twice daily as needed
Ankylosing spondylitis

Oral: 200 mg once daily or 100 mg twice daily; if no effect after 6
weeks, may increase to 400 mg/day. If no response following 6 weeks of
treatment with 400 mg/day, consider discontinuation and alternative

treatment.
Gout, acute flare (alternative agent) (off-label use)

Oral: 200 mg twice daily; initiate within 24 to 48 hours of flare onset
preferably; discontinue 2 to 3 days after resolution of clinical signs; usual

duration: 5 to 7 days (ACR [Khanna 2012]; Becker 2018)
Osteoarthritis

Oral: 200 mg once daily or 100 mg twice daily
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Rheumatoid arthritis
Oral: 100 to 200 mg twice daily
Dosing adjustment in poor CYP2C9 metabolizers (ie, CYP2C9*3/*3)

Reduce initial dose by 50%; consider alternative treatment in

patients with JIA who are poor CYP2C9 metabolizers.

Special population (Msldenlunguilszansiin faeans dilaelsnsis 1o uazu)

Renal Impairment (Adult)

Mild or moderate impairment

There are no dosage adjustments provided in the manufacturer’s
labeling; however, since <1% of the drug is excreted in the urine, dosage
adjustment is not necessary (Davies 2000). Based on unpublished data,
AUC was ~40% lower in patients with chronic renal insufficiency (GFR 35 to
60 mL/minute) compared with subjects with normal renal function due to a

higher apparent clearance.

Severe impairment

Use is not recommended.

Advanced renal disease

Use is not recommended; however, if celecoxib treatment cannot be

avoided, monitor renal function closely.

Abnormal renal function tests (persistent or worsening)

Discontinue use.
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Hepatic Impairment (Adult)
Mild impairment (Child-Pugh class A)

No dosage adjustment necessary; AUC increased ~40% in mild

hepatic impairment compared with healthy subjects.

Moderate impairment (Child-Pugh class B)
Reduce dose by 50%.

Severe impairment (Child-Pugh class C)
Use is not recommended.

Abnormal liver function tests (persistent or worsening)
Discontinue use.

Pediatric

Note: Use the lowest effective dose for the shortest duration of time,

consistent with individual patient treatment goals.
Juvenile idiopathic arthritis (JIA):
Children 22 years: 210 kg to <25 kg: 50 mg twice daily
Children 22 years: >25 kg: 100 mg twice daily
Dosing adjustment in poor CYP2C9 metabolizers (eg, CYP2C9*3/*3)
Consider alternative therapy.

Renal Impairment (Pediatric : Children 22 years and Adolescents)



62

Baseline
Mild or moderate impairment

There are no dosage adjustments provided in the
manufacturer's labeling; however, since <1% of the drug is excreted
in the urine, dosage adjustment is not necessary (Davies 2000).
Based on unpublished data, AUC was ~40% lower in adult patients
with chronic renal insufficiency (GFR 35 to 60 mL/minute) compared
with subjects with normal renal function due to a higher apparent

clearance.
Severe impairment

Use is not recommended.
Advanced renal disease

Use is not recommended; however, if celecoxib treatment

cannot be avoided, monitor renal function closely.
During therapy
Abnormal renal function tests (persistent or worsening)
Discontinue use.
Hepatic Impairment (Pediatric : Children 22 years and Adolescents)
Moderate hepatic impatient (Child-Pugh Class B)
Reduce dose by 50%; monitor closely

Severe hepatic impairment (Child-Pugh Class C)
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Use is not recommended; has not been studied

Geriatric

Initiate at the lowest recommended dose. The AUC in elderly patients
(especially females and patients weighing <50 kg) may be increased by 50%

compared with younger subjects.

Administration

May be administered without regard to meals. Capsules may be swallowed
whole or the entire contents emptied onto a teaspoon of cool or room temperature
applesauce and administered immediately with water. The contents of the capsules

sprinkled onto applesauce may be stored under refrigeration for up to 6 hours.

Adverse reactions (common side effect, serious side effect)

WU 2 2%
Cardiovascular: Peripheral edema (2%)

Gastrointestinal: Diarrhea (6%), dyspepsia (9%), abdominal pain (4%),

flatulence (2%), gastroesophageal reflux disease, vomiting
Hepatic: Increased liver enzymes (<3x ULN: <6%)
Renal: Nephrolithiasis (3%)

Respiratory: Upper respiratory tract infection (8%), sinusitis (5%), pharyngitis

(2%), rhinitis (2%), dyspnea
Miscellaneous: Accidental injury (3%)

Frequency not defined



64

Dermatologic: Acute generalized exanthematous pustulosis, exfoliative

dermatitis

Gastrointestinal: Gastrointestinal perforation, gastrointestinal ulcer, Gl

inflammation, intestinal perforation

Hypersensitivity: Anaphylaxis

Immunologic: DRESS syndrome

Respiratory: Local alveolar osteitis (post oral surgery patients)
WU < 2%

postmarketing, and/or case reports

Acute renal failure, ageusia, agranulocytosis, albuminuria, alopecia,
anaphylactoid reaction, anemia, angina pectoris, angioedema, anorexia,
anosmia, anxiety, aplastic anemia, arthralgia, aseptic meningitis, ataxia,
bronchitis, bronchospasm, bronchospasm (aggravated), cellulitis,
cerebrovascular accident, chest pain, cholelithiasis, colitis (with bleeding),
constipation, contact dermatitis, coronary artery disease, cough, cyst, cyst
(NOS), cystitis, deafness, decreased hemoglobin, deep vein thrombosis,
depression, dermatitis, diaphoresis, diverticulitis, drowsiness, dysphagia,
dysuria, ecchymoses, edema, epistaxis, eructation, erythema multiforme,
erythematous rash, esophageal perforation, esophagitis, exacerbation of
hypertension, facial edema, fatigue, fever, flu-like symptoms, gangrene of
skin or other tissue, gastritis, gastroenteritis, gastroesophageal reflux
disease, gastrointestinal hemorrhage, hematuria, hemorrhoids, hepatic

failure, hepatic necrosis, hepatitis, hiatal hernia, hot flash,
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hypercholesterolemia, hyperglycemia, hypersensitivity exacerbation,
hypersensitivity reaction, hypertonia, hypoesthesia, hypoglycemia,
hypokalemia, hyponatremia, increased appetite, increased blood urea
nitrogen, increased creatine phosphokinase, increased nonprotein nitrogen,
increased serum alkaline phosphatase, interstitial nephritis, intestinal
obstruction, intracranial hemorrhage, jaundice, laryngitis, leg cramps,
leukopenia, maculopapular rash, melena, migraine, myalgia, myocardial
infarction, nervousness, osteoarthritis, pain, palpitations, pancreatitis,
pancytopenia, paresthesia, peripheral pain, pneumonia, pruritus, pulmonary
embolism, skin changes, skin photosensitivity, Stevens-Johnson syndrome,
stomatitis, syncope, synovitis, tachycardia, tendonitis, tenesmus,
thrombocythemia, thrombocytopenia, thrombophlebitis, tinnitus, toxic
epidermal necrolysis, urinary frequency, urticaria, vasculitis, ventricular
fibrillation, vertigo, weight gain, xeroderma, xerostomia

1
=

Black box warning (AIAEULALNATNLRLNTEELINNER)

Serious cardiovascular risk

Nonsteroidal anti-inflammatory drugs (NSAIDs) cause an increased risk of
serious cardiovascular thrombotic events, including myocardial infarction (Ml), and
stroke, which can be fatal. This risk may occur early in the treatment and may increase

with duration of use.

Celecoxib is contraindicated in the setting of coronary artery bypass graft

(CABG) surgery.

Serious gastrointestinal risk:
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NSAIDs cause an increased risk of serious gastrointestinal (Gl) adverse events,
including bleeding, ulceration, and perforation of the stomach or intestines, which can
be fatal. These events can occur at any time during use and without warning
symptoms. Elderly patients and patients with a prior history of peptic ulcer disease

and/or Gl bleeding are at higher risk for serious Gl events.

Warning and precaution (ALRALAZIAA2372549)

Concerns related to adverse effects

Anaphylactoid reactions

Even in patients without prior exposure, anaphylactic reactions and
angioedema may occur; patients with "aspirin triad" (bronchial asthma, aspirin
intolerance, rhinitis) may be at increased risk. Contraindicated in patients who

have experienced an anaphylactic reaction with NSAID or aspirin therapy.

Cardiovascular events [US Boxed Warning]

NSAIDs cause an increased risk of serious (and potentially fatal) adverse
cardiovascular thrombotic events, including Ml and stroke. Risk may occur
early during treatment and may increase with duration of use. Relative risk
appears to be similar in those with and without known cardiovascular disease or
risk factors for cardiovascular disease; however, absolute incidence of
cardiovascular events (which may occur early during treatment) was higher in
patients with known cardiovascular disease or risk factors. New onset
hypertension or exacerbation of hypertension may occur (NSAIDs may also
impair response to ACE inhibitors, thiazide diuretics, or loop diuretics); may
contribute to cardiovascular events; monitor blood pressure; use with caution in

patients with hypertension. May cause sodium and fluid retention, use with
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caution in patients with edema. Avoid use in patients with heart failure
(ACCF/AHA [Yancy 2013]). Avoid use in patients with recent Ml unless benefits
outweigh risk of cardiovascular thrombotic events. Long-term cardiovascular
risk in children has not been evaluated. Use the lowest effective dose for the
shortest duration of time, consistent with individual patient goals, to reduce risk
of cardiovascular events; alternate therapies should be considered for patients

at high risk.

Gastrointestinal events [US Boxed Warning]

NSAIDs cause an increased risk of serious gastrointestinal inflammation,
ulceration, bleeding, and perforation (may be fatal); elderly patients and
patients with history of peptic ulcer disease and/or Gl bleeding are at greater
risk for serious Gl events. These events may occur at any time during therapy
and without warning. Avoid use in patients with active Gl bleeding. Use caution
with a history of Gl ulcers, concurrent therapy known to increase the risk of Gl
bleeding (eg, aspirin, anticoagulants and/or corticosteroids, selective serotonin
reuptake inhibitors), smoking, use of alcohol, or in elderly or debilitated patients.
Use the lowest effective dose for the shortest duration of time, consistent with
individual patient goals, to reduce risk of Gl adverse events; alternate therapies
should be considered for patients at high risk. When used concomitantly with
aspirin, a substantial increase in the risk of gastrointestinal complications (eg,
ulcer) occurs; concomitant gastroprotective therapy (eg, proton pump

inhibitors) is recommended (Bhatt 2008).

Hematologic effects
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Anemia may occur; monitor hemoglobin or hematocrit in patients on long-
term treatment. Celecoxib does not usually affect PT, PTT or platelet counts;

does not inhibit platelet aggregation at approved doses.
Skin reactions

NSAIDs may cause serious skin adverse events including exfoliative
dermatitis, Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis
(TEN); may occur without warning and in patients without prior known sulfa

allergy; discontinue use at first sign of rash (or any other hypersensitivity).
Sulfonamide ("sulfa") allergy

The FDA-approved product labeling for many medications containing a
sulfonamide chemical group includes a broad contraindication in patients with
a prior allergic reaction to sulfonamides. There is a potential for cross-reactivity
between members of a specific class (eg, two antibiotic sulfonamides).
However, concerns for cross-reactivity have previously extended to all
compounds containing the sulfonamide structure (SO,NH,). An expanded
understanding of allergic mechanisms indicates cross-reactivity between
antibiotic sulfonamides and nonantibiotic sulfonamides may not occur or at the
very least this potential is extremely low (Brackett 2004; Johnson 2005; Slatore
2004; Tornero 2004). In particular, mechanisms of cross-reaction due to
antibody production (anaphylaxis) are unlikely to occur with nonantibiotic
sulfonamides. T-cell-mediated (type IV) reactions (eg, maculopapular rash) are
less well understood and it is not possible to completely exclude this potential
based on current insights. In cases where prior reactions were severe (Stevens-
Johnson syndrome/TEN), some clinicians choose to avoid exposure to these

classes.
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Disease-related concerns

Asthma

The manufacturer’s labeling states to not administer to patients with
aspirin-sensitive asthma due to severe and potentially fatal bronchospasm
that has been reported in such patients having received aspirin and the
potential for cross reactivity with other NSAIDs. The manufacturer also states
to use with caution in patients with other forms of asthma. However, in
patients with known aspirin-exacerbated respiratory disease (AERD), the
use of celecoxib initiated at a low dose with gradual titration in patients with
stable, mild to moderate persistent asthma has been used without incident

(Morales 2013).

Coronary artery bypass graft surgery [US Boxed Warning]

Celecoxib is contraindicated in the setting of coronary artery bypass
graft surgery (CABG). Risk of Ml and stroke may be increased with use
following CABG surgery.

Cytochrome P450 isoenzyme 2C9 deficiency

Use with caution in patients with known or suspected deficiency of
cytochrome P450 isoenzyme 2C9; poor metabolizers may have higher
plasma levels due to reduced metabolism; consider reduced initial doses.
Alternate therapies should be considered in patients with JIA who are poor

metabolizers of CYP2C9.

Hepatic impairment
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Use with caution in patients with moderate hepatic impairment;
dosage adjustment recommended. Not recommended for patients with
severe hepatic impairment. Transaminase elevations have been reported
with use; closely monitor patients with any abnormal LFT. Rare (sometimes
fatal), severe hepatic reactions (eg, fulminant hepatitis, hepatic necrosis,
hepatic failure) have occurred with NSAID use; discontinue if signs or
symptoms of liver disease develop, if systemic manifestations occur, or with

persistent or worsening abnormal hepatic function tests.

Renal impairment

NSAID use may compromise existing renal function. Dose-
dependent decreases in prostaglandin synthesis may result from NSAID
use, causing a reduction in renal blood flow which may cause renal
decompensation (usually reversible). Patients with impaired renal function,
dehydration, hypovolemia, heart failure, liver dysfunction, those taking
diuretics, ACE inhibitors, angiotensin Il receptor blockers, and the elderly
are at greater risk for renal toxicity. Rehydrate patient before starting
therapy; monitor renal function closely. Avoid use in patients with advanced
renal disease; discontinue use with persistent or worsening abnormal renal

function tests. Long-term NSAID use may result in renal papillary necrosis.

Concurrent drug therapy issues

Drug-drug interactions

Potentially significant interactions may exist, requiring dose
or frequency adjustment, additional monitoring, and/or selection of
alternative therapy. Consult drug interactions database for more

detailed information.
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Special populations
Pediatric

Use with caution in pediatric patients with systemic-onset
juvenile idiopathic arthritis (JIA); serious adverse reactions, including

disseminated intravascular coagulation, may occur.

Contraindication (fa%i13 1)

Hypersensitivity to celecoxib, sulfonamides, aspirin, other NSAIDs, or any
component of the formulation; patients who have experienced asthma, urticaria, or allergic-

type reactions after taking aspirin or other NSAIDs; use in the setting of CABG surgery.

Note: Although the FDA approved product labeling states this medication is
contraindicated with other sulfonamide-containing drug classes, the scientific basis of this

statement has been challenged. See “Warnings/Precautions” for more detail.

Canadian labeling
Additional contraindications (not in US labeling): Pregnancy (third trimester);
women who are breast-feeding; severe, uncontrolled heart failure; active gastrointestinal
ulcer (gastric, duodenal, peptic); active gastrointestinal bleeding; inflammatory bowel
disease; cerebrovascular bleeding; severe liver impairment or active hepatic disease;
severe renal impairment (CrCl <30 mL/minute) or deteriorating renal disease; known

hyperkalemia; use in patients <18 years of age

Interaction (A14E13058)

Drug Interactions

5-Aminosalicylic Acid Derivatives
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Nonsteroidal Anti-Inflammatory Agents may enhance the nephrotoxic

effect of 5-Aminosalicylic Acid Derivatives. Risk C: Monitor therapy

Acemetacin

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination

Ajmaline

Sulfonamides may enhance the adverse/toxic effect of Ajmaline.
Specifically, the risk for cholestasis may be increased. Risk C: Monitor

therapy

Alcohol (Ethyl)

May enhance the adverse/toxic effect of Nonsteroidal Anti-
Inflammatory Agents. Specifically, the risk of Gl bleeding may be increased

with this combination. Risk C: Monitor therapy

Aliskiren

Nonsteroidal Anti-Inflammatory Agents may diminish the
antihypertensive effect of Aliskiren. Nonsteroidal Anti-Inflammatory Agents
may enhance the nephrotoxic effect of Aliskiren. Management: Monitor renal
function periodically in patients receiving aliskiren and any nonsteroidal anti-
inflammatory agent. Patients at elevated risk of renal dysfunction include
those who are elderly, are volume depleted, or have pre-existing renal

dysfunction. Risk C: Monitor therapy

Aminoglycosides
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Nonsteroidal Anti-Inflammatory Agents may decrease the excretion

of Aminoglycosides. Data only in premature infants. Risk C: Monitor therapy

Aminolevulinic Acid (Systemic)

Photosensitizing Agents may enhance the photosensitizing effect of

Aminolevulinic Acid (Systemic). Risk X: Avoid combination

Aminolevulinic Acid (Topical)

Photosensitizing Agents may enhance the photosensitizing effect of

Aminolevulinic Acid (Topical). Risk C: Monitor therapy

Angiotensin |l Receptor Blockers

May enhance the adverse/toxic effect of Nonsteroidal Anti-
Inflammatory Agents. Specifically, the combination may result in a significant
decrease in renal function. Nonsteroidal Anti-Inflammatory Agents may
diminish the therapeutic effect of Angiotensin Il Receptor Blockers. The
combination of these two agents may also significantly decrease glomerular

filtration and renal function. Risk C: Monitor therapy

Angiotensin-Converting Enzyme Inhibitors

May enhance the adverse/toxic effect of Nonsteroidal Anti-
Inflammatory Agents. Specifically, the combination may result in a significant
decrease in renal function. Nonsteroidal Anti-Inflammatory Agents may
diminish the antihypertensive effect of Angiotensin-Converting Enzyme

Inhibitors. Risk C: Monitor therapy

Anticoagulants
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Nonsteroidal Anti-Inflammatory Agents may enhance the

anticoagulant effect of Anticoagulants. Risk C: Monitor therapy

ARIPiprazole

CYP2D6 Inhibitors (Weak) may increase the serum concentration of
ARIPiprazole. Management: Monitor for increased aripiprazole
pharmacologic effects. Aripiprazole dose adjustments may or may not be
required based on concomitant therapy and/or indication. Consult full
interaction monograph for specific recommendations. Risk C: Monitor

therapy

Aspirin

May enhance the adverse/toxic effect of Nonsteroidal Anti-
Inflammatory Agents (COX-2 Selective). Management: Concurrent use of
aspirin at doses beyond cardioprotective levels is not recommended. While
concurrent use of low-dose aspirin with a COX-2 inhibitor is permissable,
patients should be monitored closely for signs/symptoms of Gl

ulceration/bleeding. Risk D: Consider therapy modification

Beta-Blockers

Nonsteroidal Anti-Inflammatory Agents may diminish the
antihypertensive effect of Beta-Blockers. Exceptions: Levobunolol;

Metipranolol. Risk C: Monitor therapy

Bile Acid Sequestrants
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May decrease the absorption of Nonsteroidal Anti-Inflammatory

Agents. Risk D: Consider therapy modification
Bisphosphonate Derivatives

Nonsteroidal Anti-Inflammatory Agents may enhance the
adverse/toxic effect of Bisphosphonate Derivatives. Both an increased risk
of gastrointestinal ulceration and an increased risk of nephrotoxicity are of

concern. Risk C: Monitor therapy
Ceritinib

May increase the serum concentration of CYP2C9 Substrates (High
risk with Inhibitors). Management: Concurrent use of ceritinib with a CYP2C9
substrate that has a narrow therapeutic index (eg, warfarin, phenytoin)

should be avoided when possible. Risk C: Monitor therapy
Corticosteroids (Systemic)

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents (COX-2 Selective). Risk C: Monitor therapy
CycloSPORINE (Systemic)

Nonsteroidal Anti-Inflammatory Agents may enhance the nephrotoxic
effect of CycloSPORINE (Systemic). Nonsteroidal Anti-Inflammatory Agents
may increase the serum concentration of CycloSPORINE (Systemic).
CycloSPORINE (Systemic) may increase the serum concentration of
Nonsteroidal Anti-Inflammatory Agents. Management: Consider alternatives

to nonsteroidal anti-inflammatory agents (NSAIDs). Monitor for evidence of
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nephrotoxicity, as well as increased serum cyclosporine concentrations and
systemic effects (eg, hypertension) during concomitant therapy with

NSAIDs. Risk D: Consider therapy modification

CYP2C9 Inducers (Moderate)

May decrease the serum concentration of CYP2C9 Substrates (High

risk with Inducers). Risk C: Monitor therapy

CYP2C9 Inhibitors (Moderate)

May decrease the metabolism of CYP2C9 Substrates (High risk with

Inhibitors). Risk C: Monitor therapy

Dabrafenib

May decrease the serum concentration of CYP2C9 Substrates (High
risk with Inducers). Management: Seek alternatives to the CYP2C9 substrate
when possible. If concomitant therapy cannot be avoided, monitor clinical
effects of the substrate closely (particularly therapeutic effects). Risk D:

Consider therapy modification

Dapsone (Topical)

May enhance the adverse/toxic effect of Methemoglobinemia

Associated Agents. Risk C: Monitor therapy

Deferasirox

Nonsteroidal Anti-Inflammatory Agents may enhance the
adverse/toxic effect of Deferasirox. Specifically, the risk for Gl

ulceration/irritation or Gl bleeding may be increased. Risk C: Monitor therapy
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Desmopressin

Nonsteroidal Anti-Inflammatory Agents may enhance the

adverse/toxic effect of Desmopressin. Risk C: Monitor therapy

Dexibuprofen

Nonsteroidal Anti-Inflammatory Agents may enhance the

adverse/toxic effect of Dexibuprofen. Risk X: Avoid combination

Dexketoprofen

May enhance the adverse/toxic effect of Nonsteroidal Anti-
Inflammatory Agents. Risk X: Avoid combination
Digoxin

Nonsteroidal Anti-Inflammatory Agents may increase the serum
concentration of Digoxin. Risk C: Monitor therapy

Drospirenone

Nonsteroidal Anti-Inflammatory Agents may enhance the

hyperkalemic effect of Drospirenone. Risk C: Monitor therapy

Enzalutamide

May decrease the serum concentration of CYP2C9 Substrates (High
risk with Inducers). Management: Concurrent use of enzalutamide with
CYP2C9 substrates that have a narrow therapeutic index should be avoided.
Use of enzalutamide and any other CYP2C9 substrate should be performed

with caution and close monitoring. Risk D: Consider therapy modification
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Eplerenone

Nonsteroidal Anti-Inflammatory Agents may diminish the
antihypertensive effect of Eplerenone. Nonsteroidal Anti-Inflammatory
Agents may enhance the hyperkalemic effect of Eplerenone. Risk C: Monitor

therapy
Estrogen Derivatives

Nonsteroidal Anti-Inflammatory Agents (COX-2 Selective) may
enhance the thrombogenic effect of Estrogen Derivatives. Nonsteroidal Anti-
Inflammatory Agents (COX-2 Selective) may increase the serum

concentration of Estrogen Derivatives. Risk C: Monitor therapy
Felbinac

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk C: Monitor therapy
Floctafenine

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination
Haloperidol

Nonsteroidal Anti-Inflammatory Agents may enhance the
adverse/toxic effect of Haloperidol. Specifically including drowsiness and

confusion. Risk C: Monitor therapy

Herbs (Anticoagulant/Antiplatelet Properties eg. Alfalfa, Anise, Bilberry)
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May enhance the adverse/toxic effect of Nonsteroidal Anti-
Inflammatory Agents. Bleeding may occur. Management: Concomitant
treatment with these agents should generally be avoided. If used
concomitantly, increased diligence in monitoring for adverse effects (eg.
bleeding, bruising, altered mental status due to CNS bleeds) must be

employed. Risk D: Consider therapy modification
HydrALAZINE

Nonsteroidal Anti-Inflammatory Agents may diminish the

antihypertensive effect of HydrALAZINE. Risk C: Monitor therapy
Ketorolac (Nasal)

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination
Ketorolac (Systemic)

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination
Lithium

Nonsteroidal Anti-Inflammatory Agents may increase the serum
concentration of Lithium. Risk D: Consider therapy modification

Loop Diuretics

Nonsteroidal Anti-Inflammatory Agents may diminish the diuretic
effect of Loop Diuretics. Loop Diuretics may enhance the nephrotoxic effect

of Nonsteroidal Anti-Inflammatory Agents. Management: Monitor for
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evidence of kidney injury or decreased therapeutic effects of loop diuretics
with concurrent use of an NSAID. Consider avoiding concurrent use in CHF
or cirrhosis. Concomitant use of bumetanide with indomethacin is not

recommended. Risk D: Consider therapy modification

Lumacaftor

May decrease the serum concentration of CYP2C9 Substrates (High
Risk with Inhibitors or Inducers). Lumacaftor may increase the serum
concentration of CYP2C9 Substrates (High Risk with Inhibitors or Inducers).

Risk C: Monitor therapy
Macimorelin

Nonsteroidal Anti-Inflammatory Agents may diminish the diagnostic

effect of Macimorelin. Risk X: Avoid combination

Mecamylamine

Sulfonamides may enhance the adverse/toxic effect of

Mecamylamine. Risk X: Avoid combination

Methotrexate

Nonsteroidal Anti-Inflammatory Agents may increase the serum
concentration of Methotrexate. Management: Alternative anti-inflammatory
therapy should be considered whenever possible, especially if the patient is
receiving higher, antineoplastic doses of methotrexate. Risk D: Consider

therapy modification

Mifamurtide
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Nonsteroidal Anti-Inflammatory Agents may diminish the therapeutic

effect of Mifamurtide. Risk X: Avoid combination
MiFEPRIStone

May increase the serum concentration of CYP2C9 Substrates (High
risk with Inhibitors). Management: Use CYP2C9 substrates at the lowest
recommended dose, and monitor closely for adverse effects, during and in
the 2 weeks following mifepristone treatment. Risk D: Consider therapy

modification
Morniflumate

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination
Naftazone

May enhance the antiplatelet effect of Nonsteroidal Anti-Inflammatory

Agents. Risk C: Monitor therapy
Nitric Oxide

May enhance the adverse/toxic effect of Methemoglobinemia
Associated Agents. Combinations of these agents may increase the
likelihood of significant methemoglobinemia. Management: Monitor patients
for signs of methemoglobinemia (e.g., hypoxia, cyanosis) when nitric oxide
is used in combination with other agents associated with development of

methemoglobinemia. Avoid lidocaine/prilocaine. Risk C: Monitor therapy

Nonsteroidal Anti-Inflammatory Agents
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May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents (COX-2 Selective). Risk X: Avoid combination

Nonsteroidal Anti-Inflammatory Agents (COX-2 Selective)

Nonsteroidal Anti-Inflammatory Agents may enhance the
adverse/toxic effect of Nonsteroidal Anti-Inflammatory Agents (COX-2

Selective). Risk X: Avoid combination

Omacetaxine

Nonsteroidal Anti-Inflammatory Agents may enhance the
adverse/toxic effect of Omacetaxine. Specifically, the risk for bleeding-
related events may be increased. Management: Avoid concurrent use of
nonsteroidal antiinflammatory drugs (NSAIDs) with omacetaxine in patients

with a platelet count of less than 50,000/uL. Risk X: Avoid combination

Pelubiprofen

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination

Perhexiline

CYP2D6 Inhibitors (Weak) may increase the serum concentration of

Perhexiline. Risk C: Monitor therapy

Phenylbutazone

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination



83

Porfimer

Photosensitizing Agents may enhance the photosensitizing effect of

Porfimer. Risk C: Monitor therapy

Potassium-Sparing Diuretics

Nonsteroidal Anti-Inflammatory Agents may diminish the
antihypertensive effect of Potassium-Sparing Diuretics. Nonsteroidal Anti-
Inflammatory Agents may enhance the hyperkalemic effect of Potassium-

Sparing Diuretics. Risk C: Monitor therapy

PRALAtrexate

Nonsteroidal Anti-Inflammatory Agents may increase the serum
concentration of PRALAtrexate. More specifically, NSAIDS may decrease
the renal excretion of pralatrexate. Management: Closely monitor for
increased pralatrexate serum levels and/or toxicity if used concomitantly
with an NSAID. Monitor for decreased pralatrexate serum levels with NSAID

discontinuation. Risk C: Monitor therapy

Prilocaine

Methemoglobinemia Associated Agents may enhance the
adverse/toxic effect of Prilocaine. Combinations of these agents may
increase the likelihood of significant methemoglobinemia. Management:
Monitor patients for signs of methemoglobinemia (e.g., hypoxia, cyanosis)
when prilocaine is used in combination with other agents associated with
development of methemoglobinemia. Avoid lidocaine/prilocaine in infants

receiving such agents. Risk C: Monitor therapy
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Probenecid

May increase the serum concentration of Nonsteroidal Anti-

Inflammatory Agents. Risk C: Monitor therapy
Prostaglandins (Ophthalmic)

Nonsteroidal Anti-Inflammatory Agents may diminish the therapeutic
effect of Prostaglandins (Ophthalmic). Nonsteroidal Anti-Inflammatory
Agents may also enhance the therapeutic effects of Prostaglandins

(Ophthalmic). Risk C: Monitor therapy
Quinolones

Nonsteroidal Anti-Inflammatory Agents may enhance the
neuroexcitatory and/or seizure-potentiating effect of Quinolones.
Nonsteroidal Anti-Inflammatory Agents may increase the serum

concentration of Quinolones. Risk C: Monitor therapy
Rifapentine

May decrease the serum concentration of CYP2C9 Substrates (High

risk with Inducers). Risk C: Monitor therapy
Selective Serotonin Reuptake Inhibitors

May enhance the antiplatelet effect of Nonsteroidal Anti-Inflammatory
Agents (COX-2 Selective). Nonsteroidal Anti-Inflammatory Agents (COX-2
Selective) may diminish the therapeutic effect of Selective Serotonin

Reuptake Inhibitors. Risk C: Monitor therapy

Sodium Nitrite
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Methemoglobinemia Associated Agents may enhance the
adverse/toxic effect of Sodium Nitrite. Combinations of these agents may
increase the likelihood of significant methemoglobinemia. Risk C: Monitor

therapy

Sodium Phosphates

May enhance the nephrotoxic effect of Nonsteroidal Anti-
Inflammatory Agents. Specifically, the risk of acute phosphate nephropathy
may be enhanced. Management: Consider avoiding this combination by
temporarily suspending treatment with NSAIDs, or seeking alternatives to
oral sodium phosphate bowel preparation. If the combination cannot be
avoided, maintain adequate hydration and monitor renal function closely.

Risk D: Consider therapy modification

Tacrolimus (Systemic)

Nonsteroidal Anti-Inflammatory Agents may enhance the nephrotoxic

effect of Tacrolimus (Systemic). Risk C: Monitor therapy

Talniflumate

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination

Tenofovir Products

Nonsteroidal Anti-Inflammatory Agents may enhance the nephrotoxic
effect of Tenofovir Products. Management: Seek alternatives to these

combinations whenever possible. Avoid use of tenofovir with multiple
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NSAIDs or any NSAID given at a high dose. Risk D: Consider therapy
modification
Tenoxicam

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination
Tetracaine (Topical)

May enhance the adverse/toxic effect of Methemoglobinemia

Associated Agents. Risk C: Monitor therapy
Thiazide and Thiazide-Like Diuretics

May enhance the nephrotoxic effect of Nonsteroidal Anti-
Inflammatory Agents. Nonsteroidal Anti-Inflammatory Agents may diminish
the therapeutic effect of Thiazide and Thiazide-Like Diuretics. Risk C:

Monitor therapy
Tolperisone

Nonsteroidal Anti-Inflammatory Agents may enhance the
adverse/toxic effect of Tolperisone. Specifically, the risk of hypersensitivity
reactions may be increased. Tolperisone may enhance the therapeutic

effect of Nonsteroidal Anti-Inflammatory Agents. Risk C: Monitor therapy
Tricyclic Antidepressants (Tertiary Amine)

May enhance the antiplatelet effect of Nonsteroidal Anti-Inflammatory

Agents (COX-2 Selective). Risk C: Monitor therapy
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Triflusal

Nonsteroidal Anti-Inflammatory Agents may decrease the protein
binding of Triflusal. Specifically, NSAIDs may decrease protein binding of
the active Triflusal metabolite. Triflusal may decrease the protein binding of

Nonsteroidal Anti-Inflammatory Agents. Risk C: Monitor therapy

Vancomycin

Nonsteroidal Anti-Inflammatory Agents may increase the serum

concentration of Vancomycin. Risk C: Monitor therapy

Verteporfin

Photosensitizing Agents may enhance the photosensitizing effect of

Verteporfin. Risk C: Monitor therapy

Vitamin K Antagonists (eg, warfarin)

Nonsteroidal Anti-Inflammatory Agents (COX-2 Selective) may
enhance the anticoagulant effect of Vitamin K Antagonists. Nonsteroidal
Anti-Inflammatory Agents (COX-2 Selective) may increase the serum

concentration of Vitamin K Antagonists. Risk C: Monitor therapy

Zaltoprofen

May enhance the adverse/toxic effect of Nonsteroidal Anti-

Inflammatory Agents. Risk X: Avoid combination

Food Interactions
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Peak concentrations are delayed and AUC is increased by 10% to 20%

when taken with a high-fat meal. Management: Administer without regard to meals

Pregnancy and lactation (?Quﬁ\‘l US FDA, ADEC pregnancy category)

Pregnancy Risk Factor C (prior to 30 weeks gestation)/D (230 weeks gestation)
Pregnancy Implications

Birth defects have been observed following in utero NSAID exposure in
some studies, however data is conflicting (Bloor 2013). Nonteratogenic effects,
including prenatal constriction of the ductus arteriosus, persistent pulmonary
hypertension of the newborn, oligohydramnios, necrotizing enterocolitis, renal
dysfunction or failure, and intracranial hemorrhage have been observed in the
fetus/neonate following in utero NSAID exposure. In addition, non-closure of the
ductus arteriosus postnatally may occur and be resistant to medical management
(Bermas 2014; Bloor 2013). Because NSAIDs may cause premature closure of the
ductus arteriosus, product labeling for celecoxib specifically states use should be

avoided starting at 30 weeks' gestation.

Use of NSAIDs can be considered for the treatment of mild rheumatoid
arthritis flares in pregnant women, however use should be minimized or avoided
early and late in pregnancy (Bermas 2014; Saavedra Salinas 2015). Some
guidelines recommend avoiding use of selective Cox-2 inhibitors completely during

pregnancy due to limited data (Flint 2016).

The chronic use of NSAIDs in women of reproductive age may be
associated with infertility that is reversible upon discontinuation of the medication.

Consider discontinuing use in women having difficulty conceiving or those
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undergoing investigation of fertility. The use of NSAIDs close to conception may be

associated with an increased risk of miscarriage (Bermas 2014; Bloor 2013).
Breast-Feeding Considerations

Celecoxib is present in breast milk.

The relative infant dose (RID) of celecoxib is 1.7% when calculated using the
highest breast milk concentration located and compared to a weight-adjusted

maternal dose of 200 mg/day.

In general, breastfeeding is considered acceptable when the RID of a

medication is <10% (Anderson 2016; Ito 2000).

The RID of celecoxib was calculated using a milk concentration of 330
ng/mL, providing an estimated daily infant dose via breast milk of 0.05 mg/kg/day.
This milk concentration was obtained following maternal administration of celecoxib
200 mg as a single oral dose to six postpartum women (Gardiner 2006). In one
study, the half-life of celecoxib in breast milk was calculated to be 4 to 6.5 hours
(Knoppert 2003). Peak concentrations occurred between 2 and 4 hours in breast

milk (Gardner 2006; Hale 2004).

Adverse events were not observed in two breastfeeding infants, 17 and 22
months of age. In general, NSAIDs may be used in postpartum women who wish to
breastfeed (Montgomery 2012); however, use should be avoided in women
breastfeeding infants with platelet dysfunction or thrombocytopenia (Bloor 2013;
Sammaritano 2014). Although other agents are preferred, celecoxib is considered
acceptable for short-term use (Montgomery 2012). According to the manufacturer,

the decision to breastfeed during therapy should consider the risk of infant
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exposure, the benefits of breastfeeding to the infant, and benefits of treatment to the

mother.

Monitoring (N19BARNL)

CBC; hemoglobin/hematocrit (anemic patients); basic metabolic panel; occult blood
loss and periodic liver function tests; monitor renal function (urine output, serum BUN and
creatinine); monitor response (pain, range of motion, grip strength, mobility, ADL function),
inflammation; blood pressure (baseline and during treatment); observe for weight gain,
edema; observe for bleeding, bruising; evaluate gastrointestinal effects (abdominal pain,

bleeding, dyspepsia)
JIA: Monitor for development of abnormal coagulation tests with systemic onset JIA

Patient education (ﬁWLLuzﬁ’]aﬁﬂﬁ'?m’gﬂfJﬂ)

Advise the patient to read the FDA-approved patient labeling (Medication Guide)
that accompanies each prescription dispensed. Inform patients, families, or their caregivers
of the following information before initiating therapy with celecoxib and periodically during

the course of ongoing therapy.
Cardiovascular Thrombotic Events

Advise patients to be alert for the symptoms of cardiovascular thrombotic
events, including chest pain, shortness of breath, weakness, or slurring of speech,

and to report any of these symptoms to their health care provider immediately

Gastrointestinal Bleeding, Ulceration, and Perforation

Advise patients to report symptoms of ulcerations and bleeding, including

epigastric pain, dyspepsia, melena, and hematemesis to their health care provider.
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In the setting of concomitant use of low-dose aspirin for cardiac prophylaxis, inform

patients of the increased risk for and the signs and symptoms of Gl bleeding.

Hepatotoxicity

Inform patients of the warning signs and symptoms of hepatotoxicity (e.g.,
nausea, fatigue, lethargy, pruritus, diarrhea jaundice, right upper quadrant
tenderness, and “flu-like” symptoms). If these occur, instruct patients to stop

celecoxib and seek immediate medical therapy.

Heart Failure and Edema

Advise patients to be alert for the symptoms of congestive heart failure
including shortness of breath, unexplained weight gain, or edema and to contact

their healthcare provider if such symptoms occur.

Anaphylactic Reactions

Inform patients of the signs of an anaphylactic reaction (e.g., difficulty
breathing, swelling of the face or throat). Instruct patients to seek immediate

emergency help if these occur.

Serious Skin Reactions

Advise patients to stop celecoxib immediately if they develop any type of

rash and to contact their healthcare provider as soon as possible.

Female Fertility

Advise females of reproductive potential who desire pregnancy that NSAIDs,

including celecoxib, may be associated with a reversible delay in ovulation.
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Fetal Toxicity

Inform pregnant women to avoid use of celecoxib and other NSAIDs starting
at 30 weeks of gestation because of the risk of the premature closing of the fetal

ductus arteriosus.
Avoid Concomitant Use of NSAIDs

Inform patients that the concomitant use of celecoxib with other NSAIDs or
salicylates (e.g., diflunisal, salsalate) is not recommended due to the increased risk
of gastrointestinal toxicity, and little or no increase in effica. Alert patients that
NSAIDs may be present in "over the counter" medications for treatment of colds,

fever, or insomnia.
Use of NSAIDS and Low-Dose Aspirin

Inform patients not to use low-dose aspirin concomitantly with celecoxib until

they talk to their healthcare provider.

Storage and compatibility (muﬁﬂ special precaution for storage/long term )

Store at room temperature 20° to 25°C (68° to 77°F)

excursions permitted between 15° to 30°C (59° to 86°F)

Stability (AINASEAUANLIN)

Shelf life (a1&N19LAUTN)




93

Drug identification kazgUn1nen

Mim class (detail & code)

ﬂizmmmmmmgwm&

AN ATUAUY
Osteoarthritis

Celecoxib has demonstrated significant reduction in joint pain compared to
placebo. Celecoxib was evaluated for treatment of the signs and the symptoms of
OA of the knee and hip in placebo- and active-controlled clinical trials of up to 12
weeks duration. In patients with OA, treatment with celecoxib 100 mg twice daily or
200 mg once daily resulted in improvement in WOMAC (Western Ontario and
McMaster Universities) osteoarthritis index, a composite of pain, stiffness, and
functional measures in OA. In three 12-week studies of pain accompanying OA
flare, celecoxib doses of 100 mg twice daily and 200 mg twice daily provided
significant reduction of pain within 24 to 48 hours of initiation of dosing. At doses of
100 mg twice daily or 200 mg twice daily the effectiveness of celecoxib was shown
to be similar to that of naproxen 500 mg twice daily. Doses of 200 mg twice daily
provided no additional benefit above that seen with 100 mg twice daily. A total daily
dose of 200 mg has been shown to be equally effective whether administered as

100 mg twice daily or 200 mg once daily.
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Rheumatoid Arthritis

Celecoxib has demonstrated significant reduction in joint tenderness/pain
and joint swelling compared to placebo. Celecoxib was evaluated for treatment of
the signs and symptoms of RA in placebo- and active-controlled clinical trials of up
to 24 weeks in duration. Celecoxib was shown to be superior to placebo in these
studies, using the ACR20 Responder Index, a composite of clinical, laboratory, and
functional measures in RA. Celecoxib doses of 100 mg twice daily and 200 mg
twice daily were similar in effectiveness and both were comparable to naproxen 500

mg twice dalily.

Although celecoxib 100 mg twice daily and 200 mg twice daily provided
similar overall effectiveness, some patients derived additional benefit from the 200
mg twice daily dose. Doses of 400 mg twice daily provided no additional benefit

above that seen with 100 mg to 200 mg twice daily.

Juvenile Rheumatoid Arthritis (NCT00652925)

In a 12-week, randomized, double-blind active-controlled, parallel-group,
multicenter, non-inferiority study, patients from 2 years to 17 years of age with
pauciarticular, polyarticular course JRA or systemic onset JRA (with currently
inactive systemic features), received one of the following treatments: celecoxib 3
mg/kg (to a maximum of 150 mg) twice daily; celecoxib 6 mg/kg (to a maximum of
300 mg) twice daily; or naproxen 7.5 mg/kg (to a maximum of 500 mg) twice daily.
The response rates were based upon the JRA Definition of Improvement greater
than or equal to 30% (JRA DOI 30) criterion, which is a composite of clinical,
laboratory, and functional measures of JRA. The JRA DOI 30 response rates at week

12 were 69%, 80% and 67% in the celecoxib 3 mg/kg twice daily, celecoxib 6
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mg/kg twice daily, and naproxen 7.5 mg/kg twice daily treatment groups,

respectively.

The efficacy and safety of celecoxib for JRA have not been studied beyond
six months. The long-term cardiovascular toxicity in children exposed to celecoxib
has not been evaluated and it is unknown if the long-term risk may be similar to that
seen in adults exposed to celecoxib or other COX-2 selective and non-selective

NSAIDs [see Boxed Warning, Warnings and Precautions (5.12)].
Ankylosing Spondylitis

Celecoxib was evaluated in AS patients in two placebo- and active-
controlled clinical trials of 6 and 12 weeks duration. Celecoxib at doses of 100 mg
twice daily, 200 mg once daily and 400 mg once daily was shown to be statistically
superior to placebo in these studies for all three co-primary efficacy measures
assessing global pain intensity (Visual Analogue Scale), global disease activity
(Visual Analogue Scale) and functional impairment (Bath Ankylosing Spondylitis
Functional Index). In the 12-week study, there was no difference in the extent of
improvement between the 200 mg and 400 mg celecoxib doses in a comparison of
mean change from baseline, but there was a greater percentage of patients who
responded to celecoxib 400 mg, 53%, than to celecoxib 200 mg, 44%, using the
Assessment in Ankylosing Spondylitis response criteria (ASAS 20). The ASAS 20
defines a responder as improvement from baseline of at least 20% and an absolute
improvement of at least 10 mm, on a 0 to 100 mm scale, in at least three of the four
following domains: patient global pain, Bath Ankylosing Spondylitis Functional
Index, and inflammation. The responder analysis also demonstrated no change in

the responder rates beyond 6 weeks.
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Analgesia, Including Primary Dysmenorrhea

In acute analgesic models of post-oral surgery pain, post-orthopedic
surgical pain, and primary dysmenorrhea, celecoxib relieved pain that was rated by
patients as moderate to severe. Single doses of celecoxib provided pain relief within

60 minutes.

Cardiovascular Outcomes Trial: Prospective Randomized Evaluation of Celecoxib

Integrated Safety vs. Ibuprofen Or Naproxen (PRECISION; NCT00346216)

Design

The PRECISION trial was a double-blind randomized controlled trial
of cardiovascular safety in OA and RA patients with or at high risk for
cardiovascular disease comparing celecoxib with naproxen and ibuprofen.
Patients were randomized to a starting dose of 100 mg twice daily of
celecoxib, 600 mg three times daily of ibuprofen, or 375 mg twice daily of
naproxen, with the option of escalating the dose as needed for pain
management. Based on labeled doses, OA patients randomized to

celecoxib could not dose escalate.

The primary endpoint, the Antiplatelet Trialists’ Collaboration (APTC)
composite, was an independently adjudicated composite of cardiovascular
death (including hemorrhagic death), non-fatal myocardial infarction, and
non-fatal stroke with 80% power to evaluate non-inferiority. All patients were
prescribed open-label esomeprazole (20 mg to 40 mg) for gastroprotection.

Treatment randomization was stratified by baseline low-dose aspirin use.
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Additionally, there was a 4-month substudy assessing the effects of

the three drugs on blood pressure as measured by ambulatory monitoring.

Results

Among subjects with OA, only 0.2% (17/7,259) escalated celecoxib
to the 200 mg twice daily dose, whereas 54.7% (3,946/7,208) escalated
ibuprofen to 800 mg three times daily, and 54.8% (3,937/7,178) escalated
naproxen to the 500 mg twice daily dose. Among subjects with RA, 55.7%
(453/813) escalated celecoxib to the 200 mg twice daily dose, 56.5%
(470/832) escalated ibuprofen to 800 mg three times daily, and 54.6%
(432/791) escalated naproxen to the 500 mg twice daily dose; however, the

RA population accounted for only 10% of the trial population.

Because relatively few celecoxib patients overall (5.8% [470/8072])
dose-escalated to 200 mg twice daily, the results of the PRECISION trial are
not suitable for determining the relative CV safety of celecoxib at 200 mg

twice daily compared to ibuprofen and naproxen at the doses taken.

Primary Endpoint

The trial had two prespecified analysis populations

Intent-to-treat population (ITT): Comprised of all randomized

subjects followed for a maximum of 30 months

Modified Intent-to-treat population (mITT): Comprised of all
randomized subjects who received at least one dose of study
medication and had at least one post-baseline visit followed until the

earlier of treatment discontinuation plus 30 days, or 43 months
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Celecoxib, at the 100 mg twice daily dose, as compared with either
naproxen or ibuprofen at the doses taken, met all four prespecified non-
inferiority criteria (p < 0.001 for non-inferiority in both comparisons) for the
APTC endpoint, a composite of cardiovascular death (including
hemorrhagic death), non-fatal myocardial infarction, and non-fatal stroke
(see Table 5). Non-inferiority was prespecified as a hazard ratio (HR) of <
1.12 in both ITT and mITT analyses, and upper 95% CI of <1.33for ITT

analysis and < 1.40 for mITT analysis.
The primary analysis results for ITT and mITT are described in Table 5.

Table 5: Primary Analysis of the Adjudicated APTC Composite Endpoint

Intent-To-Treat Analysis (ITT, through month 30)

Celecoxib Ibuprofen Naproxen
N 8,072 8,040 7,969
Subjects with Events 188 (2.3%) 218 (2.7%) 201 (2.5%)
Pairwise Comparison Celecoxib vs. Celecoxib vs. Ibuprofen vs.
Naproxen Ibuprofen Naproxen
HR (95% CI) 0.93 (0.76, 1.13) 0.86 (0.70, 1.04) 1.08 (0.89, 1.31)

Modified Intent-To-Treat Analysis (mITT, on treatment plus 30 days, through month
43)
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Celecoxib

Ibuprofen

Naproxen

8,030

7,990

7,933

Subjects with Events

134 (1.7%)

155 (1.9%)

144 (1.8%)

Pairwise Comparison

Celecoxib vs.

Naproxen

Celecoxib vs.

Ibuprofen

Ibuprofen vs.

Naproxen

HR (95% Cl)

0.90 (0.72, 1.14)

0.81 (0.64, 1.02)

1.12 (0.89, 1.40)

Table 6: Summary of the Adjudicated APTC Components*

Intent-To-Treat Analysis (ITT, through month 30)

Celecoxib Ibuprofen Naproxen
N 8,072 8,040 7,969
CV Death 68 (0.8%) 80 (1.0%) 86 (1.1%)
Non-Fatal M| 76 (0.9%) 92 (1.1%) 66 (0.8%)
Non-Fatal Stroke 51 (0.6%) 53 (0.7%) 57 (0.7%)

Modified Intent-To-Treat Analysis (mITT, on treatment plus 30 days, through month 43)

8,030

7,990

7,933
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CV Death 35 (0.4%) 51 (0.6%) 49 (0.6%)
Non-fatal Ml 58 (0.7%) 76 (1.0%) 53 (0.7%)
Non-fatal Stroke 43 (0.5%) 32 (0.4%) 45 (0.6%)

*A patient may have experienced more than one component; therefore, the sum of the
components is larger than the number of patients who experienced the composite

outcome

In the ITT analysis population through 30 months, all-cause mortality was 1.6% in the

celecoxib group, 1.8% in the ibuprofen group, and 2.0% in the naproxen group.

Ambulatory Blood Pressure Monitoring (ABPM) Substudy

In the PRECISION-ABPM substudy, among the total of 444 analyzable
patients at Month 4, celecoxib dosed at 100 mg twice daily decreased mean 24-
hour systolic blood pressure (SBP) by 0.3 mmHg, whereas ibuprofen and naproxen
at the doses taken increased mean 24-hour SBP by 3.7 and 1.6 mmHg,
respectively. These changes resulted in a statistically significant and clinically
meaningful difference of 3.9 mmHg (p=0.0009) between celecoxib and ibuprofen
and a non-statistically significant difference of 1.8 (p=0.119) mmHg between

celecoxib and naproxen.

Special Studies

Adenomatous Polyp Prevention Studies (NCT00005094 and NCT00141193)
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Cardiovascular safety was evaluated in two randomized, double-
blind, placebo-controlled, three year studies involving patients with Sporadic
Adenomatous Polyps treated with celecoxib: the APC trial (Adenoma
Prevention with Celecoxib) and the PreSAP trial (Prevention of Spontaneous
Adenomatous Polyps). In the APC trial, there was a dose-related increase in
the composite endpoint (adjudicated) of cardiovascular death, myocardial
infarction, or stroke with celecoxib compared to placebo over 3 years of
treatment. The PreSAP trial did not demonstrate a statistically significant

increased risk for the same composite endpoint (adjudicated):

In the APC trial, the hazard ratios compared to placebo for a
composite endpoint (adjudicated) of cardiovascular death, myocardial
infarction, or stroke were 3.4 (95% CI 1.4 to 8.5) with celecoxib 400 mg twice
daily and 2.8 (95% CI 1.1 to 7.2) with celecoxib 200 mg twice daily.
Cumulative rates for this composite endpoint over 3 years were 3.0%

(20/671 subjects) and 2.5% (17/685 subjects), respectively, compared to
0.9% (6/679 subjects) with placebo treatment. The increases in both
celecoxib dose groups versus placebo-treated patients were mainly due to

an increased incidence of myocardial infarction.

In the PreSAP trial, the hazard ratio for this same composite endpoint
(adjudicated) was 1.2 (95% CI 0.6 to 2.4) with celecoxib 400 mg once daily
compared to placebo. Cumulative rates for this composite endpoint over 3
years were 2.3% (21/933 subjects) and 1.9% (12/628 subjects),

respectively.

Clinical trials of other COX-2 selective and non-selective NSAIDs of

up to three-years duration have shown an increased risk of serious
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cardiovascular thrombotic events, myocardial infarction, and stroke, which
can be fatal. As a result, all NSAIDs are considered potentially associated

with this risk.
Celecoxib Long-Term Arthritis Safety Study (CLASS)

This was a prospective, long-term, safety outcome study conducted
post-marketing in approximately 5,800 OA patients and 2,200 RA patients.
Patients received celecoxib 400 mg twice daily (4-fold and 2-fold the
recommended OA and RA doses, respectively), ibuprofen 800 mg three
times daily or diclofenac 75 mg twice daily (common therapeutic doses).
Median exposures for celecoxib (n = 3,987) and diclofenac (n = 1,996) were
9 months while ibuprofen (n = 1,985) was 6 months. The primary endpoint of
this outcome study was the incidence of complicated ulcers (gastrointestinal
bleeding, perforation or obstruction). Patients were allowed to take
concomitant low-dose (< 325 mg/day) aspirin (ASA) for cardiovascular
prophylaxis (ASA subgroups: celecoxib, n = 882; diclofenac, n = 445;
ibuprofen, n = 412). Differences in the incidence of complicated ulcers
between celecoxib and the combined group of ibuprofen and diclofenac

were not statistically significant.

Patients on celecoxib and concomitant low-dose ASA (N=882)
experienced 4-fold higher rates of complicated ulcers compared to those
not on ASA (N=3,105). The Kaplan-Meier rate for complicated ulcers at 9
months was 1.12% versus 0.32% for those on low-dose ASA and those not

on ASA, respectively.

The estimated cumulative rates at 9 months of complicated and

symptomatic ulcers for patients treated with celecoxib 400 mg twice daily
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are described in Table 7. Table 7 also displays results for patients less than
or greater than 65 years of age. The difference in rates between celecoxib
alone and celecoxib with ASA groups may be due to the higher risk for Gl

events in ASA users.

Table 7: Complicated and Symptomatic Ulcer Rates in Patients Taking Celecoxib 400 mg

Twice Daily (Kaplan-Meier Rates at 9 months [%]) Based on Risk Factors

All Patients 0.78

Celecoxib alone (n=3,105) 2.19

Celecoxib with ASA (n=882)

Patients < 65 Years 0.47

Celecoxib alone (n=2,025) 1.26

Celecoxib with ASA (n=403)

Patients 2 65 Years 1.40

Celecoxib alone (n=1,080) 3.06

Celecoxib with ASA (n=479)

In a small number of patients with a history of ulcer disease, the
complicated and symptomatic ulcer rates in patients taking celecoxib alone

or celecoxib with ASA were, respectively, 2.56% (n=243) and 6.85% (n=91)
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at 48 weeks. These results are to be expected in patients with a prior history
of ulcer disease [see Warnings and Precautions (5.4) and Adverse

Reactions (6.1)].

Cardiovascular safety outcomes were also evaluated in the CLASS
trial. Kaplan-Meier cumulative rates for investigator-reported serious
cardiovascular thromboembolic adverse events (including MI, pulmonary
embolism, deep venous thrombosis, unstable angina, transient ischemic
attacks, and ischemic cerebrovascular accidents) demonstrated no
differences between the celecoxib, diclofenac, or ibuprofen treatment
groups. The cumulative rates in all patients at nine months for celecoxib,
diclofenac, and ibuprofen were 1.2%, 1.4%, and 1.1%, respectively. The
cumulative rates in non-ASA users at nine months in each of the three
treatment groups were less than 1%. The cumulative rates for myocardial
infarction in non-ASA users at nine months in each of the three treatment
groups were less than 0.2%. There was no placebo group in the CLASS trial,
which limits the ability to determine whether the three drugs tested had no
increased risk of CV events or if they all increased the risk to a similar
degree. In the CLASS study, the Kaplan-Meier cumulative rates at 9 months
of peripheral edema in patients on celecoxib 400 mg twice daily (4-fold and
2-fold the recommended OA and RA doses, respectively), ibuprofen 800 mg
three times daily and diclofenac 75 mg twice daily were 4.5%, 6.9% and
4.7%, respectively. The rates of hypertension from the CLASS trial in the
celecoxib, ibuprofen and diclofenac-treated patients were 2.4%, 4.2% and

2.5%, respectively.
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Endoscopic Studies

The correlation between findings of short-term endoscopic studies with
celecoxib and the relative incidence of clinically significant serious upper Gl events
with long-term use has not been established. Serious clinically significant upper Gl
bleeding has been observed in patients receiving celecoxib in controlled and open-

labeled trials.

A randomized, double-blind study in 430 RA patients was conducted in
which an endoscopic examination was performed at 6 months. The incidence of
endoscopic ulcers in patients taking celecoxib 200 mg twice daily was 4% vs. 15%
for patients taking diclofenac SR 75 mg twice daily. However, celecoxib was not
statistically different than diclofenac for clinically relevant Gl outcomes in the CLASS

trial.

The incidence of endoscopic ulcers was studied in two 12-week, placebo-
controlled studies in 2157 OA and RA patients in whom baseline endoscopies
revealed no ulcers. There was no dose relationship for the incidence of
gastroduodenal ulcers and the dose of celecoxib (50 mg to 400 mg twice daily). The
incidence for naproxen 500 mg twice daily was 16.2% and 17.6% in the two studies,
for placebo was 2.0% and 2.3%, and for all doses of celecoxib the incidence
ranged between 2.7% to 5.9%. There have been no large, clinical outcome studies

to compare clinically relevant Gl outcomes with celecoxib and naproxen.

In the endoscopic studies, approximately 11% of patients were taking

aspirin (S 325 mg/day). In the celecoxib groups, the endoscopic ulcer rate
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appeared to be higher in aspirin users than in non-users. However, the increased
rate of ulcers in these aspirin users was less than the endoscopic ulcer rates

observed in the active comparator groups, with or without aspirin.

Post marketing information (fya8N1a4N1918)

The following adverse reactions have been identified during post approval use of
celecoxib. Because these reactions are reported voluntarily from a population of uncertain
size, it is not always possible to reliably estimate their frequency or establish a causal

relationship to drug exposure

Cardiovascular: Vasculitis, deep venous thrombosis

General: Anaphylactoid reaction, angioedema

Liver and biliary: Liver necrosis, hepatitis, jaundice, hepatic failure

Hemic and lymphatic: Agranulocytosis, aplastic anemia, pancytopenia, leucopenia

Metabolic: Hypoglycemia, hyponatremia

Nervous: Aseptic meningitis, ageusia, anosmia, fatal intracranial hemorrhage

Renal: Interstitial nephritis
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