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Introduccion

Las drogas antiinflamatorias no esteroideas DAIES son
las drogas de mayor prescripcion en el mundo con
aproximadamente 200 millones de prescripciones/anos.

Su mecanismo de accion es la inhibicion de las enzimas
COX1y COX2 gue catalizan la conversion de ac.
Araguidonico en ecosanoides.
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2. Analgesla

Table 2. Updates to Section 6.3.1.3: Analgesia

2004 STEMI Guideline Recommendation 2007 STEMI Focused Update Recommendation Comments
Class |

Morphing sulfats (2 to 4 mg IV with increments of 2 to 1. Morphinge sulfate (2 to 4 mg IV with increments of 2 to 8 mg IV 2004 recommendation
& mg IV repeated at & to 15-minute intarvals) is the repaated at & to 15-minute intervals) is the analgesic of remains currant in
analgasic of choica for management of pain choica for management of pain associated with STEMI. {Level 2007 Update
associated with STEMI. {Level of Evidence: C) of Evidence: C)

. Patients routinely taking NSAIDs (except for aspinn], both Mew recormmendation
nonselective & well as OOX-2 selactive agents, before STEMI
should have those agents discontinued at the time of
presentation with STEM| because of the increassd risk of
maortality, reinfarction, hypertension, heart failure, and myocardial
rupture associated with their usa. (Level of Evidence: C)

Claes 1

1. N5AIDs (except for aspiring, both nonsalactive as well as COX-2 Mew recommendation
s=lective agents, should not be administered during
hospitalization for STEMI because of the increased risk of
martality, reinfarction, hypertension, heart failure, and
myocardial rupturs associatad with their use. (Level of
Evidence: )

JACC2004;44:el1-211 JACC2008;51:6-31
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A partir de las modificaciones en las guias
algunos interrogantes se han planteado:

Hay mayor riesgo de eventos cardiovasculares
con el uso de DAINE?

La asociacion de DAINE con AAS afecta a los
pacientes con sindromes coronarios agudos?
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Aspirina: acetila en forma irreversible el residuo
serina en la posicion 529 de la prostaglandin-sintetasa

plaguetaria (ciclo-oxigenasa COX-1-2) cuyo metabolito
final es el Tx A2

La aspirina inhibe 166 veces mas la isoforma COX-1

Para inhibir la formacion de TX A2 es necesaria la
supresion del 95% de la actividad de COX-1

NEJM2001:345(25)1809-17
JACC2004:43:519-25
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Platelet cyclooxypenase-1

RR/s Ml | a prostaglandin-
sintetasa (COX-1)
se dispone como
dimero. El ac.
Aragquidonico
Ingresa al sitio
catalitico por un
canal hidrofobico y
acetila en forma
iIrreversible el
residuo SER 529

NEJM2001;345(25)1809-17




Antiinflamatorios y sindromes coronarios agudos

Crossover Study with Single Daily Doses

Ibuprofeno,
acetaminofeno vy
diclofenac
antagonisa la
accion
Irreversible de la
aspirina sl se
administra en
forma conjunta

NEJM2001:345(25)1809-17
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Cox-2 se expresa en células endoteliales en
respuesta al shear stress y su inhibicion
produce supresion de la sintesis de
prostaglandinas.

Su efecto cardiovascular esta dado por un
disbalance trombodtico/antitrombotico de la
superficie endotelial, incremento del sodio y
retencion hidrica, fallo cardiaco, HTA. Sobre
el area infartada da aumento en la zona
Isquémica, menor grosor de la pared vy
aumento de ruptura cardiaca.

J Clin Invest2006:116:4-15
Throm Haemost.2006:96:407-12
Circulation2007:115:326-332
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Los inhibidores de la

Cox-2 Inhiben la
o - —— LR prostaciclina
) endotelial (Pgl,) sin
accion sobre la COX-1
plaguetaria,
permitiendo asi la
formacion de TxA, vy
el disbalance
endotelio/plaqueta.

Circulation2007:115:1634-42
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En 2000 se publica el estudio VIGOR! Vioxx
Gastrointestinal Outcomes Research que muestra

mayor riesgo cardiovascular con iInhibidores de la
COX-2

Evenis/person years

Allocated Allotated Rate ratio
COX 2 inhibitlor Mo of trials COX 2 inhibitor  placebo COX 2 inhibitor: placebo

Myocardial infarction

Holecoxh 3 ad'6638 AE415
Calacoxib 41 44/84976 8/4953
Etoricoxib 17 793 /414 .
Lumiracoxib 12 2M13rs 2/584
Valdecoxib 14 8/748 1/273
subtotal 121 11318 490 4212 639

(0.6%vear)  (0.3%/vear) .86 (1.33 to 2.58)
- P=0.0003

Heteroganeity between five drugs: »*=1.0, di=4, P=0.9
Circulation2006,113:2906-2913
1 NEJM2000;343:1520-1528
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Diciembre 2004 FDA saca una advertencia Bextra
(valdecoxib) para su contraindicacion en el uso en
pacientes coronarios.

Diciembre 2004 NIH suspende el trabajo APC
(Prevencion del Adenoma prostatico con Celebrex
celecoxib) por aumentos de eventos cardiovasculares.

Diciembre 2004 NIH anuncia que en trabajo ADAPT
(Trial de Prevencion de enfermedad de Alzheimer con
Drogas Antiinflamatorias) mostro mayores eventos
cardiovasculares con Naproxeno y no con Celecoxib.

Circulation2007;115:1634-1642
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En 2005 sale el reporte de Advertencia de A.H.A.l

Los COX-2 mostraron en los distintos trabajos
randomizados aumento significativo de 1AM? y
eventos vasculares, stroke y muerte vascular3

En Febrero 2005 un comité de expertos voto
unanimemente el riesgo cardiovascular del Celecoxib
dependiendo de la dosis y sugirieron el efecto de
clase debido a los reportes con valdecoxib y
rofecoxib.

2Circulation2007;115:1634-1642
3SBMJ2006:;332:1302-1308
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Cardiovascular Risk

MNEAIDs may cause an mcereased nsk of senous cardiovascular thrombotc
events, myocardial infarction, and stroke, which can be fatal. This risk may
mcrease with duration of use. Patients with cardiovascular disease or nsk
factors tor cardwvascular disease may be at greater risk. (See WARNINGS )

Voltaren® (dhclofenac sodmm entenc-coated tablets) 1s contramdcated for
the treatment of pertoperative pain in the setting of coronary artery bypass
graft (CABG) surgery (see WARNINGS).

CGastrommtestinal Risk

MNESAIDs cause an increased nsk of serious gastromtestmal adverse events
mcluding inflammation, bleeding, ulceration, and perforation of the stomach
or intestmes, which can be fatal. These events can occur at any time dunng
use and without wammg symptoms. Elderly patients are at greater nsk for
senous gastrointestmal events (See WARNINGS).

Circulation 2007;115:1634-42
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TABLE. Honselective NSAIDs and GV Risk

Ty of Stady

Versus placebo or no treatment
Maproxen
Meta-analysis of RCTs®
Meta-analysis of 0S5s®
Ibuprofen
Meta-analysis of RCTs®
Meta-analysis of 0Ss®
Registry?
Registry?
Diclofenac
Meta-analysis
Meta-analsis
Registry?
Registry?
Versus selective CiOX-2 inhibitor
Maproxen
Meta-analy=is of RCTs®

Any non-naproxen MSAID (priman by
diclofenac or ibuprafen)

Meta-analysis of RCTs®

Vascular events
GV events, mosthl K

Wascular events

W events, mosthl M
Recurment M

M ortality

Vascular events
CV ewvernts, mosth M

Recurmenmt M
M ortality

Vascular events

Vascular events

0.67—1.295
08707

0052 37
ne7— 43
1.07—1.4G
1.36—1.57F

1.12—2.57
1.4A6—1.70
1.23—1.83
2.09—2.580

1.14 080145

RCT= indicates randomized, contralled trialke:; 5=, observational studies: OV, cardiovascular, and

Fll, myocardial imfarcton.

Circulation 2007;115:1634-42
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Tratamiento sugerido para el dolor en pacientes con
riesgo cardiovascular

Stepped Care Approach to Pharmacologic Therapy for
Musculoskeletal Symptoms With Known Cardiovascular
Disease or Risk Factors for Ischemic Heart Disease

« Acetaminophen, ASA. tramadol.
narcotic analgesics (short term)

« Nonacetylated salicylates

- Non COX-2 selective NSAIDs

Select patients - .
at low risk of NSAIDs with some

thrombotic events COX-2 activity S
sustaimesd hypertamsicn

Prescribe lowest dose « COX-2 Selective L‘“‘rL;‘;‘:::;;T:rﬂn‘;]P::;nﬂ':ﬂd
required to control symptoms :

NSAIDE wharsaning renal function, or

gastraimtestinal bleesding

Add ASA 81 mg and PPI to = if thase oocur, conaidar

B . - reducticn of the dose or
patients at increased risk of discontinuation of the ofending

thrombotic events ~ drug, a differemt drug, or
alternative therapautic

- ke o WA b M rr'!udalllma:. as dictated by clinical
EIDEEOm @M ST D0 O W B circumstances

Circulation 2007:115:1634-42
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Conclusiones

Los AINES interfieren con la aspirina e impiden el
efecto antiagregante plaguetario cuando se
administran conjuntamnete.

Los Inhibidores de la COX-2 demostraron mayor
eventos cardiovasculares, insuficiencia cardiaca e
HTA.

Los inhibidores de COX-2 demostraron mayor area
Isquémica, disminucion de la pared y mayor ruptura
cardiaca.

Los DAINES demostraron mayor mortalidad en el
post-1AM
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Sugerencias

Las estrategias terapeuticas es evitar el uso de
DAINES en pacientes con riesgo cardiovascular.

De ser necesario su uso utilizar la menor dosis posible
y por tiempos breves.

Acudir a los derivados morfinicos.

El uso de DAINES y aspirina aumenta el sangrado
gastrico por lo que se sugiere IBP.




