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Una historia convulsa



ROFECOXIB

2000

Se publica el ensayo VIGOR en pacientes con artritis
reumatoide que muestra mas riesgo de infarto con
rofecoxib que con naproxeno. Los autores sugieren
qgue el naproxeno puede tener efecto protector.

(Bombardier et al. New Engl J Med. 343: 1520-8)
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M.D.,

PH.D.,



ROFECOXIB

2004

El estudio APPROVE se interrumpe debido a un
exceso de un evento trombdtico por cada 139
pacientes-ano tratados con rofecoxib. (Mamdani et
al. Arch Intern Med. 163: 481-6)

Retirada del rofecoxib en todo el mundo.




ROFECOXIB

2005

La revista N Engl J Med publica un editorial de
eXpreSién de inCIUietUd (Expression of Concern ) debido a que
en los datos de la publicacion original del estudio
VIGOR se dejaron de comunicar tres infartos de
miocardio, llevando a conclusiones incorrectas.

(Curfman et al. N Engl J Med ;353: 2813-4)

Expression of Concern: Bombardier et al., “Comparison of Upper
Gastrointestinal Toxicity of Rofecoxib and Naproxen in Patients
with Rheumatoid Arthrltls " N Engl ] Med 2000;343:1520-8.

y D. Curfman, M.D., St en Morrissey, Ph.D., and M. Drazen, M.D

Study Group

Total




+ EI VALDECOXIB se retira del mercado en 2005
(no se llega a comercializar en Espana) por
riesgo cardiovascular y reacciones
dermatologicas algunas de ellas mortales,
(eritema multiforme, dermatitis exfoliativa,
sindrome de Stevens-Johnson y necralisis
epidéermica toxica).

+ EI LUMIRACOXIB también se retira en 2007 por
reacciones hepaticas.



CELECOXIB

2000

Se publican los resultados del estudio CLASS que
mostraban a los 6 meses de seguimiento menos
ulceras sintomaticas

pero no comunicaron los resultados a los 12 meses
(como estaba en protocolo) que no mostraron
diferencias.

Hrachover et al. JAMA 2001; 286:2398.




CELECOXIB

2009

Un prominente investigador del celecoxib admite
haberse inventado los datos de 21 articulos en
dolor postoperatorio.

Anesthesiology 2009; 110:1-1. 01 Dot cted

04 | MNot retracted

wl
Q
o
=
<
c
@
o
=
@
o
!
e
%)
E
e,
=
©
=
o

Fig. 1. Total citations per vear from ]‘rlll‘r".'vl'lt.'i.'l articles l‘r}' 5. 5

Reuben that are now retracted and those that have not been

retracted. Source: ISI Web of Knowledge. Philadelphia, Thom.

son Reuters. Available at: hitp:/ /www . isiwebofknowledge.com/.
brvary 2, 2009,
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Los coxib no son los unicos AINE
selectivos de la COX-2
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UBC CENTRE FOR HEALTH SERVICES AND POLICY RESE
Cyclooxygenase-2 selective
non-steroidal anti-inflammatory

drugs (etodolac, meloxicam, celecoxib,
rofecoxib, etoricoxib, valdecoxib and
lumiracoxib) for osteoarthritis and
rheumatoid arthritis: a systematic
review and economic evaluation

Y-F Chen,'” P Jobanputra,” P Barton,’ S Bryan,’ Per capita spending in Canada: $11.90
A Fr)f—Smith,I G Harris® and RS Taylc:}r5

! Department of Public Health and Epidemiology, University of Drugs in this therapeutlc category

, Birmingham, UK « Cyclooxgenase-2 (COX-2) inhibitors brand
Department of Rheumatology, University Hospital Birmingham NHS Trust, )
Selly Oak Hospital, UK (e.g. celecoxib)

3 . " R - - . - . .

\ Health Economics Facility, University of Birmingham, UK « COX-2 inhibitors generic (dlCleEl’lﬂC,
Laurie Pike Health Centre, Birmingham, UK .

> Peninsula Medical School, Universities of Exeter and Plymouth, Exeter, UK Etﬂd DIEC, melmﬂcam)

e Older NSAIDS (e.g. naproxen)

* Corresponding author

Common goal of therapy

« Reduce symptoms of pain or inflammation

Examples of indicated conditions
« Osteoarthritis

Executive summary « Rheumatoid arthritis

Health Technology Assessment 2008; Vol. 12: No. 11




EFICACIA

4+Los coxibs han demostrado

una eficacia equivalente al
resto de AINE.



SEGURIDAD
GASTROINTESTINAL

CELECOXIB

+Se asocio a menos eventos clinicos
gastrointestinales que otros AINE en
estudios a corto plazo (hasta 6
meses).

+A mas largo plazo (12 meses) no se
encontraron diferencias.



SEGURIDAD
GASTROINTESTINAL

ETORICOXIB

+Se asocid menos eventos
gastrointestinales que otros AINE.

+No se han encontrado diferencias en
complicaciones.



SEGURIDAD GASTROINTESTINAL

4+ Los coxibs son también causa de efectos
gastrointestinales graves. Estan
contraindicados en ulcera o sangrado Gl
activos.

5% de sangrados en 6 meses en pacientes
con antecedentes (Chan. 2002).



SEGURIDAD GASTROINTESTINAL

No hay evidencia de que prescribir
un coxib + gastroprotector sea
mejor que prescribir un AINE
tradicional + gastroprotector



Prevalencia de uso de AINE y tasas de hospitalizacion por hemorragia digestiva alta en

ancianos de Ontario (Canadd)

Actual Projected 95% confidence interval
use use for projected use

Prevalence of non-selective NSAID or COX 2 inhibitor use
Hospital admissions for upper gastrointestinal haemorrhage-- - -
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Mamdani. M. et al. BMJ 2004:328:1415-1416



SEGURIDAD CARDIOVASCULAR

)

Los coxibs estan contraindicados en
pacientes con:

+Cardiopatia isquémica
+Enfermedad cerebrovascular
+Insuficiencia cardiaca de grado lI-IV
+Enfermedad arterial periféerica

+Etoricoxib en hipertension arterial no
controlada




COXIBS EN AP NAVARRA 12008 2 0312000

PACIENTES CON COXIB 9307

N° PACIENTES CON COXIB CON
CONTRAINDICACION POR PATOLOGIA
CARDIOVACULAR 1143

% PACIENTES CON COXIB CON
CONTRAINDICACION POR 1 20/
PATOLOGIA CARDIOVACULAR 0



SEGURIDAD CARDIOVASCULAR
COXIBS

+ Presentan un mayor riesgo aterotrombotico; especialmente
de infarto de miocardio respecto a los pacientes no
tratados.

+ El riesgo aproximadamente se dobla respecto a no usarlos

+ En poblacion general hablamos de 3 episodios extra por
cada 1000 pacientes/ano.

s Presentan un riesgo cardiovascular mayor que otros AINE
(naproxeno, ibuprofeno <1.200mg/d)

s El diclofenaco parece tener un riesgo cardiovascular similar.



Efectos de los coxibs en el infarto de miocardio

vents/person years

Allocated Allocated Rate ratio
COX 2 inhibitor No of trials COX 2 inhibitor  placeho COX 2 inhibitor: placeho
Myocardial infarction .
Rofecoxib 37 54/6638 30/6415 —'—
Celecoxib 41 44/8976 9/4953 -
Ftoricoxib 17 2/753 0/414 < —
Lumiracoxib 12 5/1375 2/584
Valdecoxib 14 8/748 17273 >
Subtotal 121 113/18490  42/12 639 -

(0.6%/year)  (0.3%/year) :’;8(}6(;[1]6333 to 2.59)

Heterogeneity between five drugs: ¥?=1.0, df=4, P=0.9

Antman, E. M. et al. Circulation 2007;115:1634-1642

American Heart

C i['C“lﬂtiOﬂ Associations

Copyright ©2007 American Heart Association jr ST ﬂnd _.T s



Events/person years

COX 2 inhibitor Allocated  Allocated Rate ratio
Versus: No of trials COX 2 inhibitor NSAID COX 2 inhibitor: NSAID
Vascular events
(a) Naproxen 42 185/16 360 81/10 978 -
o/ Of furen 1.57 (1.21 t0 2.03)
(1.1%/year)  (0.7%/year) P-0.0006 °
Ibuprofen 24 46/5848 47/5160 ——
Diclofenac 26 101/10 886 79/6913 —il—
Other non-naproxen 7 8/166 4/274 =
(b) Any non-naproxen 51 155/16 900  130/12 347 *[:1.88 (0.69101.12)
(0.9%/year)  (1.1%/year) P=0.3
Any NSAID 340/33 260  211/23 325 o
o o fo 1.16 (0.97 to 1.38)
(1.0%/year)  (0.9%/year) P_0.1
Heterogeneity between (a) and (b): 42=10.2, df=1, P=0.001

Between non-naproxen NSAIDs: ¢*=2.6, df=2, P=0.3

Copyright ©2006 BMJ Publishing Group Ltd.



Asociacion con AAS

+ En prevencion secundaria CV un coxib esta
contraindicado.

+ No se ha demostrado que la asociacion de un
iInhibidor selectivo de la COX-2 y el acido
acetilsalicilico a dosis bajas, tenga un menor
riesgo gastrointestinal que la asociacion de este
ultimo antiagregante con AINE tradicionales



IMPLICACION DE LA SELECTIVIDAD HACIA LA COX EN LA SEGURIDAD DE LOS AINE
Gastrointestinal Ris

Thrombosis, T Bleeding,
Myocardial infarction Ulcer complication

Discontinuation Discontinuation

lood pressure increase

Antman, E. M. et al. Circulation 2007;115:1634-1642

. . American Heart
C l['C“lﬂthﬂ Associations

Copyright ©2007 American Heart Association

¥ ey and Tive



—&— Total

-

J

| 8002/L0/10
| 2002/21/10
| 2002/LL/10
| 200Z/0L/10
| 2002/60/10
| 2002/80/10
| 2002/20/10
| 2002/90/10
| 2002/50/10
| 2002/¥0/10
| 2002/£0/10
| 2002/20/10
| 2002/L0/10

-

Retirada visado

z

DIFUSION DE NUEVOS FARMACOS ENTRE LOS MEDICOS

Numero de médicos

| 9002/21/10
| 9002/LL/L0
| 9002/01/10
| 9002/60/10
| 9002/80/10
| 9002/20/10
| 9002/90/10
| 9002/50/10
| 9002/+0/10
| 9002/£0/10
| 9002/20/10
| 9002/L0/10
| 5002/21/10
| S002/LL/L0
| 500Z/0L/10
| 5002/60/10
| 5002/80/10
| 5002/20/10
| 5002/90/10
| 5002/50/10
| 5002/%0/10
| 5002/£0/10
| 5002/20/10
5002/L0/L0

T T T T
o o o o (] o o
< AN o [ce) © < N
- -

~

200
180
160 |

19140S34d 013NO SOJIA3IN 3d oN

\Principio activo| ETORICOXIB

o

MESES DESDE LA INTRODUCCION

Fecha



Rationale, design, and governance of Prospective
Randomized Evaluation of Celecoxib Integrated Safety
versus Ibuprofen Or Naproxen (PRECISION),

a cardiovascular end point trial of nonsteroidal
antiinflammatory agents in patients with arthritis

Matthew C. Becker, MD,* Thomas H. Wang, MD,” Lisa Wisniewski, RN,” Kathy Wolski, MPH1,* Peter Libby, MD,"
Thomas F. Lischer, MD,© Jeffrey S. Borer, MD," Alice M. Mascette, MD,“ M. Elaine Husni, MD, MPH,"

Daniel H. Solomon, MD, MPH, ® David Y. Graham, MD," Neville D. Yeomans, MD, Henry Krum, MBBS, PhDD, FRACP,’
Frank Ruschitzka, MD," A. Michael Lincoff, MD,” and Steven E. Nissen, MD™ for the PRECISION Investigators
Cleveland, OH; Boston, MA; Zurich, Swilzerland: New York, NY; Betbhesda, MI); Houston, TX: and Sydney and
Methourne, Australia

Bﬂl:kgl‘ﬂl.lﬂd Pain management in patients with osteocarthritis or rheumatoid arthritis offen requires long-ferm use of

nonsteroidal antiinflommatory drugs (NSAIDs). However, the relative cardiovascular satety of these therapies remains uncerfain.

Methods The Prospective Randomized Evaluation of Celecoxib Integrated Safety versus Ibuprofen Or Naproxen
|PRECISIOMN) trial will evaluate the cardiovascular safety of celecoxib, ibuproten, and naproxen. Approximately 20,000
pafients with symptomatic ostecarthritis or rheumatoid arthritis at high risk for, or with, established cardiovascular disease
will be randomized in this double-blind, friple dummy, muliinational, multicenter study. The primary end point is the composite
of cardiovascular death, nontatal myocardial infarction, or nenfatal stroke. The trial will continue until 762 primary events
occur with at least 18 months follow-up. Noninfericrity of any of the regimens will require a 97.5% upper Cl of the hazard ratio

[HR) =1.33 and point estimate =1.12 for both intentto4reat (ITT) and moditied ITT populations.

Conclusion PRECISION, the first study of patients with high cardiovascular risk chronically treated with a cyclooxygenase-
2 selective inhibitor or nonselective NSAID, will define the relative cardiovascular safety protfile of celecoxib, ibuprofen, and
naproxen and provide data to help guide NSAID use for pain management for this population. [Am Heart] 2009;157:606-12.)




CONCLUSIONES

+Los coxibs son igualmente eficaces que
otros AINE para el control de sintomas

+No hay evidencia de que los coxibs sean
mas seguros que otros AINE usados con
gastroproteccion

+ Los coxibs tienen mayor riesgo
cardiovascular que otros AINE



Para saber mas

Use of Nonsteroidal Antiinflammatory Drugs: an Update for Clinicians. A Scientific
Statement From the American Heart Association.
http://circ.ahajournals.org/cqi/content/full/115/12/1634

Public CHMP assessment report for medicinal products containing non-selective non
steroidal antiinflammatorydrugs (NSAIDs).
http://www.emea.europa.eu/pdfs/human/opiniongen/44213006en.pdf

Antiinflamatorios no esteroideos y riesgo cardiovascular.
http://www.cfnavarra.es/WebGN/SOU/publicac/BJ/textos/Bit v16n5.pdf

Comparative Effectiveness and Safety of Analgesics for Osteoarthritis.
http://effectivehealthcare.ahrg.gov/repFiles/AnalgesicsExecSum.pdf

Cardiovascular and gastrointestinal safety of NSAIDs.
http://www.npc.co.uk/ebt/merec/cardio/cdrisk/resources/merec extra no30.pdf

Update on the prescribing of NSAIDs.
http://www.npc.co.uk/ebt/merec/pain/musculo/resources/merec monthly no02.pdf

Drug Class Review on Cyclo-oxygenase (COX)-2 Inhibitors and Non-steroidal Anti-
iInflammatory Drugs (NSAIDS)

http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=nsaids



http://circ.ahajournals.org/cgi/content/full/115/12/1634
http://www.emea.europa.eu/pdfs/human/opiniongen/44213006en.pdf
http://www.cfnavarra.es/WebGN/SOU/publicac/BJ/textos/Bit_v16n5.pdf
http://effectivehealthcare.ahrq.gov/repFiles/AnalgesicsExecSum.pdf
http://www.npc.co.uk/ebt/merec/cardio/cdrisk/resources/merec_extra_no30.pdf
http://www.npc.co.uk/ebt/merec/pain/musculo/resources/merec_monthly_no02.pdf
http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=nsaids
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