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;. Qué es un paciente de edad avanzada?

POLITICA | Discurso ante el Comité Federal del PSOE

Zapatero ve ‘razonable’ que la
jubilacion se retrase a los 67 “Era Noé de quinientos anos

anos cuando engendré a Sem, a
Cam y a Jafet.” (Génesis 5 32)




Predictores independientes de mortalidad a 30-d en GUSTO-1

Age (70 vs. 52 yrs)
Systolic BP (144 vs. 112 mmHg)
Killip Class (ll vs. 1)

Killip Class (Ill vs. I) :
Killip Class (IV vs. I) : - 1049
Heart Rate (86 vs. 62)

MI Location (anterior vs. inferior)
MI Location (anterior vs. other)
Previous MI (yes vs. no)

Height (178 vs. 165 cm)

Time to Treatment (4 vs. 2 hrs)
Smoking (current vs. never)
Smoking (past vs. never)
Diabetes (yes vs. no)

Weight (88 vs. 70 kg)

Previous CABG (yes vs. no)
Treatment (t-PA vs. SK[IV])
Treatment (t-PA vs. SK[SubQ])
Treatment (t-PA vs. t-PA & SK)
Hx Hypertension (yes vs. no)

Hx Cerebrovascular Disease (yes vs. no)
U.S. vs. Non-U.S.

Gender (female vs. male)

Lee, K. L. et al. Circulation 1995;91:1659-1668




Mortalidad e ictus en el IAM tratado con trombolisis segun
la edad: GUSTO-1

= = Mortality
-O— Total stroke

ﬂ— Nonfatal disabling stroke

<45 45-49 50-54 55-58 59-61 62-64 65—-68 69-71 72-76

Age (yrs)
Alexander, K. P. et al. Circulation 2007;115:2570-2589




Predictores de hemorragia grave en SCASEST: GRACE
Registry
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Infrarrepresentacion de los pacientes >75 ainos en los
ensayos clinicos de IAMEST
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Edad y aclaramiento de creatinina en pacientes con
IAMEST incluidos en ensayos clinicos y registros

’ Trials Population

|:| Community Populatio

Severe CKD |Moderate CKD| Mild CKD/Normal

Alexander, K. P. et al. Circulation 2007;115:2570-2589




Otras consideraciones respecto a los ancianos con IAM

Presentacion clinica atipica y ECG no diagnostico

Comorbilidad: insuf. cardiaca, insuf. renal, ictus

Deterioro sensorial y cognitivo

Nivel educacion, aislamiento

Polimedicacion

Riesgo de caidas

Alexander, K. P. et al. Circulation 2007;115:2570-2589
Lopes RD et al. Am J Cardiol 2009;104:16C-21C



Recomendaciones de las guias referentes a los pacientes de
edad avanzada (>75 anos)

TABLE 1. ACC/AHA Guidelines for Management of NSTE MI:
Class | Recommendations in Elderly Patients

1. Decisions on management should reflect consicerations of general
health, comorbidities, cognitive status, and life expectancy. (Level
of Evidence: C)
Attention should be paid to altered pharmacokinetics and sensitivity
to hypotensive drugs. (Level of Evidence: B)
Intensive medical and interventicnal management of ACS may be
undertaken but with close observation for adverse effects of these
therapies. (Level of Evidence: B)

Levels of evicence are based on the guidelines from which these recom-
mencations are taken.

Braunwald E et al. Circulation 2002;106:1893-900



Aspirina

E";'.E.‘:L}FE =@ wm Reduccion del riesgo de eventos
e ' vasculares graves <65 vs. >65 anos:
=0 - H (0]
| - relativa: 23.1 vs. 19.4%
- absoluta: 3.3 vs. 4.5%

:
3
2
2
3
E
-]

- 150-325 mg disueltos en boca + 80-325 mg/d

AT Collaboration. BMJ 1994:308:81-106
Van de Werf et al. Eur Heart J 2008;29:2909-45



Aspirina: eficacia y riesgo segun la dosis

[Jaspirin M aspirin plus clopidogrel [ aspirin M aspirin plus clopidogrel

=100 mg 101-199 mg 101-199 mg
n=5320 n=3109 n=3109

Peters, R. J.G. et al. Circulation 2003;108:1682-7
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ASA Dose Comparison
CQBENT Primary Outcome and Bleeding

ASA ASA HR 95% CI P
75-100 mg 300-325 mg

CV Death/MI|/Stroke

PCl (2N=17,232) 4.2 4.1 098 0.84-1.13 0.76

No PCI (2N=7855) 4.7 4.4 092 0.75-1.14 0.44

Overall (2N=25,087) 44 4.2 0.96 0.85-1.08 0.47
Stent Thrombosis 2.1 1.9 091 0.73-1.12  0.37
TIMI Major Bleed 1.03 0.97 094 0.73-1.21 0.71
CURRENT Major Bleed 25 2.3 099 0.84-1.17 0.90
CURRENT Severe Bleed 1.7 1.7 1.00 0.83-1.21 1.00

Gl Bleeds: 30 (0.24%) v 47 (0.38%), P=0.051
No other significant differences between ASA dose groups

Mehta SR. ESC Congress 2009



Clopidogrel: The CURE Study

Ma. of Percaentage of
Characteristic Patients Patients with Event

Placebo Clopidogrel

Overall

=65 yr old

=65 yrold

N =12 562

Clopidogrel better Placeho better
Edad media 64 a. Relative Risk (95% Cl|

Reduccion del riesgo de eventos vasculares graves <65 vs. >65 anos:
- relativa: 28.9 vs. 13.1% (PCI-CURE: 39.8 vs. 20.7%)
- absoluta: 2.2 vs. 2.0%  (PCI-CURE: 3.9 vs. 3.5%)

- Al menos 300 mg (preferible 600 mg) + 75 mg/d

- Duracién 12 meses (menos si riesgo sangrado (AHA/ACC 09))

Yusuf S et al. NEJM 2001;345:494-502

Mehta SR et al. Lancet 2001;358:527-33

Van de Werf et al. Eur Heart J 2008;29:2909-45
Kushner FG et al. Circulation 2009;120:2271-306
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CURRENT Clopidogrel: Double vs Standard Dose

.,——-%_.___

Primary Outcome and Components

intn P

Standard Double HR 95% CI P
CV Death/MI|/Stroke
PCI (2N=17,232) 4.5 3.9 085 0.74-099 0.036 0.016
No PCI (2N=7855) 4.2 4.9 117  0.95-1.44 0.14
Overall (2N=25,087) 4.4 4.2 095 0.84-1.07 0.370
Mi
PCI (2N=17,232) 26 20 0.78 064095 0.012 0,025
No PCI (2N=7855) 1.4 1.7 1.25  0.87-1.79 0.23
Overall (2N=25,087) 22 1.9 086 0.73-1.03 0.097
CV Death
PCI (2N=17,232) 1.9 1.9 096 0.77-1.19 0.68 10
No PCI (2N=7855) 28 2.7 0.96 0.74-1.26 0.77
Overall (2N=25,087) 2.2 21 096 0.81-1.14 0.628
Stroke
PCI (2N=17,232) 0.4 0.4 0.88  0.55-1.41 0.59 0.50
No PCI (2N=7855) 0.8 0.9 1.11 0.68-1.82 0.67
Overall (2N=25,087) 0.5 0.5 099 0.70-1.39 0.950

Mehta SR. ESC Congress 2009
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CURRENT Clopidogrel: Double v Standard Dose
— PCI Cohort Subgroups

CV Death, Ml or Stroke MI or Stent Thrombosis
2N Std % Double % Intxn P Std % Double % Intxn P
Overall 17232 4.5 3.9 B 37 3.0 B
NSTEMI/UA 10886 | 4.2 36 W 38 3.1 -t
STEMI 8346 | 5.0 42 = 0.805 4.0 28 = 0.248
Male 13009 4.1 3.8 3.5 3.0 s I
Female 4223 | 58 4.6 :T ! 46 30 —— 148
Age <= B85 yrs 10975 | 3.0 27 W 29 22 -
Age > 65 yrs 6257 | 741 60 = T 5.2 44 =l 0.418
Non-Diabetic 13400 4.2 3.6 i 3.6 28 . 3
Prev Diabetic 3831 | 586 49 —=f- 0836 4.1 38 o R
No Inhosp GPlib/llla 12288 | 3.9 35 3.1 25 -
GPIIb in hosp 4936 | 6.0 47 = 0.485 5.2 4.1 . 0.894
No Prot Pump Inhib 7675 | 3.8 32 = 3.1 25 -
Prot Pump Inhib 5557 | 5.7 42 = 0.408 48 33 = 0613
MNon-smoker 10845 49 4.6 - 3.9 3.5 . B
Current Smoker 6380 | 38 26 -=— 0.045 34 21 = 0.050
ASA Low 8620 | 42 4.3 - 38 3.2 -
ASA High 8612 | 48 35 = 0.024 3.8 27 | 0191
T 1 1 1
Double Dosa Sid Dose Double Dosea Sid Dosa
Batter 0.50 150 Batter Batter 0.50 1.50 Better

Mehta SR. ESC Congress 2009




Prasugrel: TRITON-TIMI 38 Study

Edad media 61 a., 13% >75 a. Hazard Ratio for Reduction
Prasugrel Efficacy Total No.  Prasugrel Clopidogrel in Risk

Baseline Characteristics {85% Cl) of Patients (%%) (%%)
Overall 13,608 9.9 12.1

Unstable angina or non-ST-elevation M| 10,074 9.9 12.1
S5T-elevation MI ] 3,534 12.4
Sex
Male 10,085 : 11.9
Female 3,523 12.6
Age
<65 yr ; 8,322 : 10.6
6574 yr ; 3,477 123
=75 yr 1,809 18.3
OTanere e
No . 10,462 : 10.6
Yes 1 3,146 17.0
Stent placement during index procedure |

Bare-metal stent only I 6,461 12.2
=1 Drug-eluting stent 6,383 ; 11.6
Glycoprotein libfllla receptor—antagonist use i
Yes ; 7,414 12.9
Mo 6,194 ; 11.0
Creatinine clearance
<60 ml/min ] 1,490 17.5
=60 ml/min —— 11,890 9.0 11.1

T | T
0.70 0.80 050 1.00 2.00

Prasugrel Better Clopidogrel Better

Wiviott SD et al. NEJM 2007;357:2001-15



Prasugrel: TRITON-TIMI 38 Study

riesgo de sangrado, anemia, trombocitopenia,
patologia intracraneal

- Historia de AVC 0 AIT.  HR 1.54 (1.02 — 2.32)
- Edad =75 afios: HR 0.99 (0.81 — 1.21)
- Peso <60 kg: HR 1.03 (0.69 — 1.53)

Contraindicado si sangrado activo o historia de
AVC/AIT, dosis mantenimiento reducida (5 mg/d) si peso <60 kg (no

estudios), precaucion en edad =75 anos (posible beneficio en grupos de
alto riesgo como diabetes o IAM previo)

Dosis de carga 60 mg +
10 mg/d al menos 12 meses (menos si riesgo de sangrado) (IB)

Wiviott SD et al. NEJM 2007;357:2001-15
Kushner FG et al. Circulation 2009;120:2271-306



Antagonistas GP lIb/llla en ICP primaria

. ha mostrado reducir mortalidad y reinfarto en
metanalisis (De Luca JAMA 2005), con beneficio especial en
diabéticos (Montalescot Eur Heart J 2007)

. beneficio comparable sobre flujo

coronario o resolucion del ST (Vvalgimigli JAMA 2008, De Luca
JACC 2009)

» Pocos estudios en pacientes pretratados con tienopiridinas
(Van’t Hof Lancet 2008, Mehilli Circulation 2009)

- Recomendaciones:
. abciximab (lla)
. abciximab (llaA), eptifibatide o tirofiban (llaB)
en pacientes seleccionados



Moltes gracies!




Antagonistas GP lIb/llla en SCASEST: efecto sobre
muerte/lAM a 30 dias en funcion de la edad

Characteristic ~ Category Prevalence/

Odds ratic  p for interaction
event rate

Age (years) <f0) (186 (10

60-69 30%/11-1% 0-91

=70 5 5%) (96

Placebo/control better

Boersma E et al. Lancet 2002;359:189-98



Antagonistas GP lIb/llla: exceso de dosis y riesgo de
hemorragias en funcion de la edad (NSTE-ACS CRUSADE)

N =30 136

65-74 a: 4.23 (3.67 — 4.86)
>75 a: 14.39 (12.24 — 16.90)

Ib/lia Inhibitors Precaucion en IR severa

Ajuste dosis por
aclaramiento creatinina

Alexander KP et al. JAMA 2005;294:3108-16




Anticoagulacion en las guias

» Ajuste dosis por peso, ACT y uso de anti GPIlIbllla

* No ajuste por edad

« Bolo 100 U/kg (60 U/kg si anti GPIIb/llIa)

« Dosis adicionales para ACT 250-350 s (200-250 s
si anti GPllIb/llla)

* No indicacion en ICP primaria

« ESC: 0.75 mg/kg+1.75 mg/kg/h durante ICPP (lla)
« AHA/ACC: util en ICCP (l), razonable si riesgo de
sangrado (lla)

Van de Werf et al. Eur Heart J 2008;29:2909-45
Kushner FG et al. Circulation 2009;120:2271-306



Bivalirudina vs. heparinat+antiGPllbllla en STEMI:
HORIZONS-AMI

« 3602 pacientes con IAMEST y ICP primaria
« Heparina + antiGPIlIb/llla vs. bivalirudina
« EPP: muerte/relAM/ictus/TVR/hemorragia

A Net Adverse Clinical Events

* No aleatorizacion ciega

Sy < ?/3 rama bivalirudina
habian recibido heparina

 Hemorragia mayor:
requiere 1Q, ICH o
hematoma 5 cm

e >riesgo trombosis aguda
stent
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Stone GW et al. NEJM 2008;358:2218-30



Bivalirudina vs. heparina + anti-GPlIb/llla en distintos
grupos de edad en el SCASEST: ACUITY trial

I Bleeding rate with Bivalirudin alone
——1Bleading rate with Heparin + GPI
— e = NNT

30 5.7 4.2 6.7

i

55-64 65-74
Patient Age

Lopes RD et al. JACC 2009;53:1021-30




Edad avanzada y otros farmacos en el tratamiento del IAM

« Eficacia similar o superior que en jovenes en reducir la
muerte o isquemia recurrente

« Efecto similar que en jovenes

* No beneficio de eplerenona en EPHESUS en >75 anos

» Ligero beneficio de NTG topica en muerte/IAM/disfuncion VI
en >70 anos en GISSI-3

« Mayor beneficio en >65-70 afnos (PROVE-IT, AtoZ)



Moltes gracies!
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