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Rofecoxib: New Drug Profie
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Rofecoxib: 48 2|24 0 2 cyclo-oxygenase-25 AHH o2 A%} FHEE IAE A=
sled o]Z=iA, F=}¢), Western Ontario and McMasters Universi-ties Osteoarthritis IndexE ]
B-3ted 3718t A, rofecoxib 12.5, 25 mge= AA A 7] %L 3A A 7= AR Hoxg)
=38t diclofenac (50 mg, 19 33]), ibuprofen (800 mg, 12 33]), nabumetone(1500 mg, 1%
13)ek A1 YA E3F el gt Rofecoxibs {84 9742223 o F 254 E944
2.2 oA 5+% 2™ naproxen sodium} ibuprofen®t 2 A E TIE H g}, Rofecoxib: A
Hol| A -l At 23 Hakg2 dAL £, 2413 A7) = 74 Fo]v Rofecoxib 12.5, 25,

50 mgday® Toldt TaAY [AGAM SADA

HakgG 3y, Ak, £¥)e  ibuprofen,

diclofenac, nabumetone & Fo 3t SA}H o} A 2 A =2 Vehgld.

Introduction

FIAEGL vIFNA 654 o) AF AT 70%e] Al
G T P E3 SFAA AgeEA dFd)
Asel HA AFE HIA G BEE, GF, £5A4
g e, BEAF 58 S Vehid A4 2
LS A= G gon ©Bx] BFoht o
F 59 e AN F 9lE ¥oloh Acetami-
nophen¥} non-steroidal anti-inflammatory drugs (NSAIDs)
< 7P @] o 4FE X EA|o]H)

NSAIDs®] 2h4- 7|32 prostaglandin Aol -] 3}
= cyclo-oxygenase (COX)9 A)o|e}. COX-12 A
Ha}, "4, AlA A prostaglandin FAdel] 23 o
&S 3P, COX2& 9% vbsol Heddic) wepr
COX-15 Aalispa 44 F2hgo] vehis b,
COX-2% A3lg 7 NSADs® #9% whsa} 2%
EH4E Jehdn}). Rofecoxib= FAY AR} X4 &
ol AHg3E7) sl EE A28 COX-2 A Aol

Pharmacodynamic Profile

Inhibition of cyclo-oxygenase isoform

773 AL A2 29k rofecoxib 5~1000 mg,
indomethacin 5~75 mg& $I3 ¥ COX-13} COX-2
o] A& Aslsch COX-19) 4L TBXY ¥=
E ATz HN, COX-29] AL lipopolysaccharide
(LPS)$} incubation F- 2447k el PGES] =8 &
Ago=x AAstct.

AP AT rofecoxibl £8 &4 22 COX-2E 7%
HalAl AssA=HIC,, 0.77 umol/L), 1000 mg &
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Rofecoxib

7} COX-1-& =A A&5lA] 9=} Indomethacine-
Lk o)&2Ho2 COX-1 (IC, 0.09 umol/LyF COX-2
(IC,, 030 pmolL)yE EF A gt}

Steady stateollA] rofecoxib 25~375 mg/day= COX-
23A& FelahAl A3k COX-1844-2 frolsiA A
3] g 7o Hejgivk A 2 PGES A 3
o A&, )= rofecoxib 25, 100, 250, 375 mg,
placebo Fo378] 7-% 51, 90, 90, 92, 14% 3L, 14
d F = 77, 98, 96, 97, 37%c|th WA o=
TBX,®] &4ole & & 9l ALE Heizig

2132 Q] u|Wol| M, rofecoxibe= COX-284 (PGE, &
) BolapA Asge). rofecoxib® 5Y T Fo
BT 6UA ol HF Fol F 2, 4, 8 Az IS
AFste] TBX,E F#HIS W, NSAIDs FE
(meloxica9m, diclofenac, ibuprofen, naproxen sodium)
= "2A4 CoX-1FA(TBX,S &4)ye A A
(5~9%)3tAcHFig. 1).

Gastrointestinal effects
Rofecoxib 250 mg(1¥d 13], n=49)Fo4A] ibuprofen
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Rofecoxib 12.5mg once daily
Rofecoxib 25mg once daily
Meloxicam 15mg once daily
Diclofenac 50mg 3 times daily
ibuprofen 800mg 3 times daily
Naproxen sodium 550mg twice daily
Placebo
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Fig. 1. Comparative effects of rofecoxib and NSAIDs on
COX-1 and COX-2 activity in 76 healthy female
volunteers. Volunteers received treatment for 5 days and
on the morning of day 6; blood samples were collected 2,
4 and 8 hours after the last dose. Serum concentrations
of thromboxane-2 were measured ex vivo to assess COX-
1 activity; COX-2 activity was assessed at the same time
by measuring lipopolysaccharide-stimulation of prostag-
landin E2 synthesis in whole blood. Statistical significance
was not reported. COX-1=cyclo-oxygenase-1; COX-2=
cyclo-oxygenase-2; NSAIDs=nonsteroidal anti-inflamma-
tory drugs

800 mg (1% 33], n=51;p<0.001)°]\} aspirin 650 mg
(192 43), n=17; p<0.001)FJA] R} $1Aa ko]
4 BAE Aoz Jepgo WA4 24 As
rofecoxiby $1¢F Fol F(n=50y7 71&} Z}el7} ¢l A
22 el

ESE 747} rofecoxib (25 EE 50 mg, 1Y 13)),
indomethacin (50 mg, 19 33]), FS o)A,
2, axk QA MRS B AREaAdel wEs
718 A7}, indomethacin%Y} rofecoxib®] AT %
4 Wt el wekem (P<0.001) AAFTA
ol A&t rofecoxib®] J-L- leka} wlgg},

4552t Rofecoxib (25 or 50 mg, 1Y 13]),
ibuprofen (800 mg, 1Y 33]), $12kS o|ZHA, HaPA
A 3RS TN EHEES Hrist A
rofecoxib®} ¥HEHL jbuprofenzBrd Mgl om] 2ok
FATHe fAlsid.

Antipyretic activity
Rofecoxiby A= 7+ ZFo] )= 3hxle] gled
ibuprofens} 7t A x=e] s 2pgo] glglen], $jek
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Healthy volunteers

Rofecoxib: 25 mg(13] AT-Fo)lM C,& 207
ug/L, Steady stateell A C, = 321 ug/Le™ ¢ =
2~3 A|7te]gdt}. Rofecoxib 25 mgoll Al AUCYE 3268
ug/L - h, Steady state AUC24h= 4018 pg/L - heiv}.

Rofecoxib 283l Qo) C,,8 AUCE ¥ 3 o)
e, 50 mgolde] BFollM Fashs e Hol
£ ol rofecoxib®] W2 &= 7]Ag.

Rofecoxib 12.5, 25, 50 mg®] 3 oral bioavail-
ability:s oF 933%™ V. E 12,5 mgd] 7% 91L,
25 mg?] 73% 86L°|% Tk Rofecoxib 12.5, 50 mg2
plasma clearance® <F 8.46, 7.2 Lot ¥H7|= <
17717l et, S F-E-2] rofecoxibt 7t HiALE™
F8& dAHE cis- 9 trans- dihydro FEA ¢}
hydroxy f-=49] glucuronideo]|c}.

Special populations

6541 olAke] FAAAAM AUCE A Algel s
34%F7Fst Al 184 wIRtAIM = A7ER] St

Z7ka A fdAbel vl Zale], Aulgk 7k YA Fel g)
= Balol| Al M= pharmacokinetic parameterel] J3Fo]
719 995, FER] AEAFe] e BxlA=
AUCH 69%A = F71sledet. Aast 5-4% A
ATFHA i

Therapeutic Trials

Osteoarthritis

FEolnt ke Y FRE HASE dose-
finding A1 &3} rofecoxib®l HE NSAIDsA oFE
(diclofenac, ibuprofen, nabumetone)¥}2] &3} w|WE
At olFA, T2 S AlEE AAEkkIH.

19 13] rofecoxib 5~50 mg 73T i3t A=} 7=
FA A M9] 4144 715 (physical functioning)ye <]
FEo7 uoh Wy o 22 A#E dehyyy,
rofecoxib 12.5(n=144), 25(n=137), 50=97)¢} A% 5
mg/day (n=149)8+} F& AAE el Hlow B
.

Rofecoxiby WOMAC(Western Ontario and McMaster
Universities) 7 =9+ 7153 subscale®} ¥ 7ol A
diclofenac (267, n=784), ibuprofen (65, n=736&
809), nabumetone (65, n=341)3 FoJ3} Az} 22 ¢
A E3%& H9ltk WOMAC 100 mm VAS(Visual
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W Rofecoxib 12.5mg once daily

B Rofecoxib 25mg once daily

B Diclofenac 50mg 3 times daily
W ibuprofen 800mg 3 times daily
M Nabumetone 1500mg once daily
Placebo
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Fig. 2. Comparative efficacy of rofecoxib on physical
functioning (pain walking on a flat surface; WOMAC
100 mm VAS) in patients with osteoarthritis. Baseline
values for WOMAC 100 mm VAS were: 26 week study
by Cannon et al. 76 mm, 6-week study by Saag et al. 74
mm, 6-week study et al. 73 mm and no baseline value
was specified the for 6-week study by Truitt et al. No
significance data were provided for the studies by
Cannon et al. and Saag et al. WOMAC=Western Ontario
and McMasters Universities Osteoarthritis Index; VAS=
visual analogue scale *p<0.009 vs placebo; **p<0.001 vs
placebo .

Analog Scale)e] W& &= Fig 20 Hejziet,

Acute pain

Rofecoxib 50 mgd & F Xo} 55 FAHn=229,
31007 AT 538 B3} naproxenst L AFE
7F 9= Aoz ek Rofecoxib 125, 25, 50
mg(13] Fo4) naproxen sodium 550 mg- - .
F2 Jehiin, ekFozol vl BH3 55 43
32 Jepligo Az ¥ 55 A W, @
2] EAAH H7t, 5% 7% AzL, peak pain intensity
differences (PID)-} AFA74A] A7t 5] A &2 3
7} 790 = rofecoxibe 1% HETol W) VA
Aol e, 259} 50 mge] 12.5 mghv} ol & &
2 Jehisie.

Rofecoxib 50 mg¥ 500 mge $% F Tl
ibuprofen 400 me?t 2L 5% A AAE vehidl
o placeboR s} & EAE HAFeh F AR Al
7+ 9le] A= Rofecoxib 50, 500 mg3} ibuprofen
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400 mge 2L ESE, drc A o 7L AL
& 5 Y=

uby AT Bl rofecoxibE IR
50 mg, FAIFSE 25 mgE T 23 naproxen
sodiums} Z-& AF ZAS ehiglen, $okel ¥l
3 FA% 92 e oH(p<0.001).

Tolerabiity

General adverse event profie

olA} Bael| ©]8}™ rofecoxib 12.5 9 25 mg
vz ZaAy sael 34 5% ACA ek
Mo $egon] s Eat Pk o4, TE A
A}, B2 1 A= ZHgFeld

Rofecoxib®] #-2+-4 A& ibuprofen 800 mg,
diclofenac 50 mg(1Q 33)elA 2R A FAHRS.

Gastrointestinal adverse effects

2AAY B} 543598 AR & gsle] A Al
#ol| A rofecoxib 12.5, 25, 50 mg< ibuprofen 800
mg, diclofenac 50 mg, nabumetone 500 mg (1.5 vs
2.68%; p=0.006)2tt $ABA FF, A% € ¥

B Rofecoxib 25mg once daily

B Rofecoxib 50mg once daily

B fbuprofen 800mg 3 times daily
50 - B Placebo
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Fig. 3. Comparative cumulative incidence of gastroduo-
denal ulcers (3 mm) in 1516 patients with osteoarthritis
receiving rofecoxib, ibuprofen or placebo in 2 mul-
ticentre, placebo-controlled, ouble-blind trials. Placebo
data were only available at 12 weeks as per study design.
*p<0.001 vs rofecoxib
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Features and properties of rofecoxib (MK 966, MK0966)

Indications

Osteoarthritis

Acute Pain

Rheumatoid arthritis

Mechanism of action
Anti-inflammatory

Analgesic

Dosage and administration

Usual dosages in clinical trials
Osteoarthritis

Acute Pain

Route of administration

Frequency of administration
Pharmacokinetic profile 25 mg/day)
Peak plasma concentration at steady state
Area under plasma concentration-time curve at steady state
Time to peak plasma concentration
Clearance

Terminal elimination half-life

Adverse events

Most frequent

Focus of this profile
Focus of this profile

Cyclo-oxygenase 2 inhibitor

12.5 or 25 mg/day

50 mg/day loading dose; followed by 25 mg/day
Oral

Once daily

321 pg/L
4018 pg/L'h
2~3 hours
72L/

=17 hours

diarrhea, headache, nausea, upper respiratory tract infection

(PUBsys2| F2H4-& felspd tarye #ez B
RTACL s

Z3HAY BA A rofecoxibt ibuprofend F-oi 3t
ZA3} rofecoxib?] $1Ale| R AF Ak WA Fo] LUk o)
= placebot 79| frAtEldSHFig. 3).

Drug interactions

Rofecoxib¥= A4 22 rifampin, methotrexate,
warfarin? ¢t A% 2R84 vEPACL Rifampin 600
mg/day: rofecoxib®] A FEE 50% FraAlzith
Rofecoxib 75 mg/day$} methotrexate 7.5-15 mg/week
£ #HE Fo & A$ methotrexated] | FEE
23%7A] E7FA 71T renal clearance® 7FAA|Z). B
g warfaringt Fo33t Ajgdol B8, warfarin 2~8.5 mg/
day®} rofecoxib 25 mg/dayS -8 FoI3t Fhxjol| Al A
prothrombin time°] 8% Z7}3}4iw}.

Rofecoxib®-  ex vivo study®l|l Al  ketoconazole,
prednisolone, 737 ¥ YA, AAA, cimetidine, digoxin
2] pharmacokinetic, pharmacodynamic profiles]] -2
g 33E TR et

Rofecoxib:- cytochrome P450 EA CYP3A(erythro-
mycin breath test® SA)ol| 43S FA ¢or 100
umol/L °)3}e M= CYPIA2, 2D6, 2EI, 2C9, 2C19,

2E13A4/5% A3etA] ¢ii= AR Balwe] gt}
Rofecoxib: Current Status

COX-2 A#)A 2} Rofecoxibi wiFo M FHA G o)
w34 B A 94 E8Se] A ARE 4
3 AFEslEE 298]t} Rofecoxiby: =344 3
A2 EZol} AR E3bH o F H7RFH, ibuprofen,
diclofenac, naproxen sodium3} A& AF &H4E o}
etk &4 FrlEol= #AY X8| BSE At
37) 18 94 3 AF DAl s
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