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La gent gran: un problema real

 Escassa representacio en assaigs clinics.
 Pacients ancians en els AC poc representatius dels de la “vida real”.
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Table 1. Baseline Characteristics and Rates of Revascularization of the Study Participants

Characteristic FRISC-I1 TRUCS TIMI-18 VINO RITA-3 ISAR-COOL ICTUS

Enrollment period 1996—-1998 1997-1998 1997-1999 1998-2000 1997-2001 2000-2002 2001-2003
Invasive/conservative patients, n 1222/1234 76/72 1114/1106 64/67 895/915 20%;"20? 604/596
Age, yrs (mean) 66" 62 62 66 62 70* 62*
Women, % 30 27 34 39 38 33 27
Diabetes, % 12 29 28 25 13 29 14
Prior myocardial infarction, % 22 27t 39 26 28 23 23
Current smokers, % 30 31 NA NA 32 21 41
Statin at randomization, % 10 21 52% 43% 45 NA 27
Statin at follow-up, % 55 NA NA NA 80 85 92
Thienopyridine with PCI, % 100§ NA NA 100§ 96 1009 100|
Elevated troponin at randomization, % 55 NA 54 100 75 67 100
Hours to angiography, median® 96/408 48/1201 22/79 6.2/1,464 48/1,020 2.4/86 23/283%+%
Glycoprotein 1Ib/I1la inhibitor, type NA NA Tirofiban NA NA Tirofiban Abciximab

Invasive undergoing PCI, % 10 95 94 0 25 1009 93

Conservative undergoing PCI, % NA 96 59 0 25 1009 69

Conservative not undergoing PCI, % NA NA R 0 0 1009 0
Coronary stent use with PCI, %** 62/69 85/85 B3/86 44/50 88/90 87/92 R8/88
Owerall PCI or CABG, %** 78/45 100/61 64/45 73/39 61/38 78/72 79/54
Relative difference in revascularization 73 64 42 87 61 8 <0

between treatment arms, %

E———
S

Bavry AA, Kumbhani DJ, Rassi AT et al. Benefit of early invasive therapy in acute coronary syndromes: a meta-analysis of contemporary randomized clinical trials. J Am Coll Cardiol 2006;48:1319 —13Zﬂ ,ﬁ l
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[ Enrollment ]

Assessed for eligibility after
signed consant (= &45)

Exduded {n=332)
Secondary causes of acute myocardial ischemia (n=20)
Omgoing myocandial ischemia despite maximal therapy (n=47)
Omgoing heart failure despite trestment (n=18)
PCl or CABG within 30 days prior to randomizston (n=5)
Serum creatinine =25 mgidL (n=32)
Active or recent bleeding | n=28)
|| Himown platelet count <00, 000 oelisfEl (n=11)
e rebnowvascular accident within the previous month (m=4)
Omgoini g or al an tcosgul ant trestme nt or INR > 1.5 (= 17)
Sewvare DOPD, neurcko gic deficit or malignancy (n=328)
Participation in other trials (n=T)
Ima bility o performn conomnany angiography within 48 hours (=27 )
Oiiver oL muitiple reggong (=800

| Randomized (n=313) |

!

b

[

Allocated to earty aggressive (n=154)
Amgicgra phy during index &d mission (ne138),
Mo angiography dwning index admission (= 18)

Allocation | J

u
Allocated to initially conservative (n=154)
Mo amgicgraphy during indes: &dmission (=1 13)
Angiography during ind ex admission (n=48)
Recument ischemia (=37 )
Heart failure (n=&)
R einta rction (n=1)
Wentricular tadwcardia (n=2)

Follow-Up ]

Lost o follow-up (= Z)

‘Wirthedr sen Coonisent (n= 1)

Lost to follow-up (0= 2)

Withdraswn consent (= 1)

l

Analysis ]

Anaslyzed (= 154)

randomized controlled trial. JACC Cardiovasc Interv. 2012;5:906-16.

Savonitto S, Cavallini C, Petronio AS et al; Italian Elderly ACS Trial Investigators. Early aggressive versus initially conservative treatment in elderly patients with non-ST-segment elevation acute coronary syndr ”1 ‘

Anshyzed (m= 154)
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(s0+) Inclusion flow-chart
S
e (4187 patients with NSTEMI or UAP

Not included; n=3730

Short life expectancy; n=825

Ongoing or recent bleeding; n=183

Unable to comply with protocol; n=409

Clinical unstable incl. ongoing ischemia; n=560
Refused to participate; n=402

Logistic reasons; n=1011

Other reasons; n=103

v

v

omized
229 assigned the / —> 228 assigned the

invasive group conservative group

\ 5 dropouts \ 1 dropout

228 included in the

229 included in the
intention-to-treat analysis intention-to-treat analysiS

Tegn N, Abdelnoor M, Aaberge L et al; After Eighty study investigators. Invasive versus conservative strategy in patients aged 80 years or older with non-ST-elevation myocardial infarction or ” ” l |
unstable angina pectoris (After Eighty study): an open-label randomised controlled trial. Lancet. 2016;387(10023):1057-65.



Introduccio

* Heterogeneitat evident en la velocitat d’envelliment.

* Variables associades a I'envelliment (comorbilitats, fragilitat, estat
funcional i cognitiu) rarament avaluades en la SCA en la practica

clinica cardiologica habitual.

e Escassa evidencia sobre com ha d’influir I edat “biologica” en la
presa de decisions.



Recommendations for the management of elderly
patients with non-5T-elevation acute coronary
syndromes

It is recommended to tailor
antithrombotic treatment according
to bodyweight and renal function.

Elderly patients showuld be considered
for an imvasive strategy and, if
apporopriate, revascularization afver
careful evaluation of potential risks
and benefits, estimated life expectancy.
comorbidities, quality of life, frailty and
patient values and preferences.

Adjusted dosing regimens of
beta-blockers, ACE inhibitors, ARBs
and statins should be considered to
prevent side effects.

management of acute coronary syndromes in patients presenting without persistent ST-segment elevation: Task Force for the Management of Acute Coronary Syndromes in

A —
——
Management of Acute Coronary Syndromes in Patients Presenting without Persistent ST-Segment Elevation of the European Society of Cardiology. 2015 ESC Guidelines for the | S—
Patients Presenting without Persistent ST-Segment Elevation of the European Society of Cardiology (ESC). Eur Heart J. 2016;37(3):267-315. ” ” , l
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Variables vinculades a I'envelliment

 Condicions de salut de naturalesa multifactorial, de gran prevalenca en la gent gran.
« Deteriorament cognitiu
 Discapacitat
 Fragilitat
» Simptomes depressius

 Deteriorament a nivell de diversos sistemes que fan el paciente vulnerable davant
canvis situacionals.



Variables vinculades a l'envelliment

 Via comu de manifestacio de diverses patologies subjacents,
gue poden produir discapacitat, mala qualitat de vida |
morbimortalitat.

 Potencial impacte en el maneig clinic, I'estratificacio de risc |
pronostic en ancians amb SCA.
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Sanchez E, Vidan MT, Serra JA, Fernandez-Avilés F, Bueno H.
patients with acute cardiac diseases. Heart. 2011;97:1602-6.

Prevalence of geriatric syndromes and impact on clinical and functional outcomes in older ” ””

OR (95% Cls)

1w

OR

1.83

1.82

286

3.10

(95%C1) p Value

{0.86-3.88) 0.12

(0.98 -3.77) 0.06

(1.41-578) 0.004

(1.45-6.60) 0.003



VVE | pronostic

Survival
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Huerre C, Guiot A, Maréchaux S et al. Functional decline in elderly patients presenting with acute
coronary syndromes: impact on mid term outcome. Arch Cardiovasc Dis. 2010 ;103:19-25.



VVE | pronostic

Table ll. Univariable and muliivariable analysis of each geriatric condiiion for the ouicomes

Geriatric Univariable AUC Multivariable HR (95% Cl)
condition
(points) Death Death/AMI Death Death/AMI
Comorbidity

Charlson 0.733 0718 1.19(1.02-1.39) 1.17(1.0-1.37)

S 0.746 0717 ns ns
Frailty

Green 0.762 0.688 1.25(1.15-1.36) 1.15(1.07-1.23)

Fried 0714 0.681 ns ns
Cognifive impairment

Pleiffer 0611 0.560 1.19(1.08-1.32) 1.12(1.01-1.23)
Physical disability

Barthel 0.662 0610 ns ns
Instrumental disability

Lawton-Brody 0.666 0.600 ns ns

Sanchis J, Bonanad C, Ruiz V et al. Frailty and other geriatric conditions for risk stratification of older patients with acute coronary syndrome. Am Heart J. 2014,168:784-91.



Fragilitat

o Sindrome clinica complexa caracterizada per vulnerabilitat, reduccio
en la reserva fisiologica i potencial deteriorament a nivell de diferents
sistemes.

* Rol important en el gap entre edat cronologica I estat biologic.



Fragilitat

e Definicio clinica: lentitud, debilitat, escassa activitat fisica, fatigabilitat i
perdua de pes.

 Es solapa amb

Full performance

“Normal aging”

* “\Aocelerated aging”

* comorbilitat ;
\\ Fraiity \

 depressio
. . \
e escassa qualitat de vida —— ~_

e deteriorament cognitiu sk R

. S—
Frailty

» dependencia funcional S ’

Time (age)

Performance




Mesures de fragilitat

» Valoracio subjetiva implicita a la capcalera del malalt (poc
reproduible, probable biaix).

e Velocitat de la marxa.
 Forca de prensio digital.
e Escales de mesura.



Escales de fragilitat

Table2 Simplified Fried criteria for frailty”™'? Table3 The simple ‘FRAIL’ Questionnaire Screening
101
1 Unintentional >4.5 kg in the past year Tool
weight loss
2 Exhaustion For at least 3 days during the last week ‘| felt Jor greater = fmilty; 1for2 = pre-frail
et eucrythingE i s SR ESTONT BT [ I I mmeosnonconeacacsocasmnmsermoearme s s mesometa 0 e aomes e A AR A A KSR

ld not get going’ - [
et Fatigue: are you fatigued?

3 Physical activity No physical activity, spend most of the time ' _ '
sitting or rarely a short walk duringthe last Resistance: cannot walk up one flight of stairs?
year Aerobic: cannot walk one block

4 Walk time Timetowalk4m >6s .

) _ Iliness: do you have more than five illnesses?

5 Grip strength Grip strength by dynamometer

Loss of weight: have you lost >5% of your weight in the past 6 months?

Frail = 3 or more criteria present, pre-frail = 1 or 2 criteria.

Singh M, Stewart R, White H. Importance of frailty in patients with cardiovascular disease. Eur Heart J 2014; e

(il
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Escales de fragilitat

Table 1. Domains of the Edmonton Frail Scale

Frailty domain

[tem

0 points

1 point

2 puints

Cognition

CGeeneral healch status

Functional independence

Social support

Medicadon use

Nutritzon
Mood

Cononence
Functional performance
(rimed get up and go test)

Totals

Clock diagram: Place the numbers in
the correct positions then place the
hands o indicare a time of “10 after
1 ] L

Hospital admissions in past year

General health descriprion

Requires assistance with activities such
as rmeal preparation, shopping,
transportation, di.':li.ng r.c:lcphune.
housckeeping, laundry, managing
money, waking medications

Availability of individuals who are
willing and able to support pacient
needs

Five or more different prescripoon
medications on a regular basis

Forgetfulnes abour raking prescriprion
medications

Weight loss

Reported feelings of sadness or
depression

Unexpected urinary incontnences

Patient begins by sitting in a chair with
back and arms resting, then stands
up and walks approximately 3 m,
and returns o the chair and sics
donwwn

Final score is sum of column tozals

No ermors

0
Excellent, very good, good
(-1

Always

Mo

Mo
No

No
0-10 s

Minor spacing errors

1-2
Fair

2-4

Sometimes

Yes
Yes

Yes
Yes

Yes
11-20 =

Orcher errors

IV
tJ

Poor

Never

= 20 s, patient unwilling
Or requires assistance

Rolfson DB, Majumdar SR, Tsuyuki RT, Tahir A, Rockwood K. Validity and reliability of the Edmonton Frail Scale. Age Ageing 2006;35: 526-9.

EE——
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Escales de fragilitat

1 Veery Fit — People who are robust, active,
energetic and motivated, These people
commonky exercise regulariy. They are
amaong the fitvest for cheir age.

2 Well - People who have no active disease
symptoms but are less fit than caregory 1.
OHren, they exercise or are very active
occasionally, e.g seasonally.

3 Managing Well - People whase medical
probiems are well controdled, but are not
regularly active beyond routine walking.

others for daily help, often symptoms limit
activities. & common complaint is being
“slowed up’} and/or being tired during the day.

5 Mikldly Frail - These people often have
more evident slowing, and need help in high
order IADLs (finances, transportation, heavy
housework, medicadions). Typically, mild
frailty progressively impairs shopping and
walking outside alone, meal preparation and
hausework.

m 4 Vulnerable - While not dependent on
g

6 Moderately Fraill - People need help with
all ourside activities and with keeping house._
Inside. they often have problems with stairs
| and need help with bathing and might need
¥ mimimal assistance (cuing. standby | with
dressing.

Clinical Frailty Scale

7 Sewverely Frail - Completely dependent
for personal care, from whatever cause

[ physical or cognitive ). Even so. they seem
stable and nvot at high risk of dying {(within
~ & months

8 Very Severely Frail - Completely
dependent, approaching the end of life.
Typically, they could not recover even
from & minor illness.

9 Terminally 1l - Approaching the end of
lafe. This category applies to people with a
life expectancy <6 months. who are not
otherwise evidently frail.

Scoring frailty in people with dementia

The degree of frailty corresponds to the degree of
dementia. Common symptoms in mild dementia
include forgetting che details of a recent event.
though still remembenng the event itself. reprating
the same guestion/story and social withdrawal.

In moderate dementia, recent memory is very
impaired, even though they seemingly can remember
their past life events well, They can do personal care
with prompring.

In severe dementia, they cannot do personal care
without help.

Figure 1 Canadian Study of Health and Aging Clinical Frailty Scale. Adapted from Rockwood et al.'®

Rockwood K, Song X, MacKnight C et al. A global clinical measure of fitness and frailty in elderly people. CMAJ. 2005;173:489-495.

EE——
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Escales de fragilitat

Green score” (U-12Z points)
Serum albumin Quartiles (g/dl): <3.49, 3.50-3.69, 3.70-3.99, 24.0 0-3 in descending order
Physical activity Katz ADLs (activities of daily living survey, 6 activities) 0 = independence, 3 = need for
assistance with any of the 6 ADLs

Gait speed Dividing 4.57 m by time to walk this distance (m/s). 0-3 in descending order
Quartiles: <0.57, 0.58-0.67, 0.68-0.89, =0.9

Grip strength Sex based quartiles (kg): women: <7.2, 7.3-11.3, 0-3 in descending order
11.4-15.6, =2157; men: <18.9, 19-25.6, 25.7-30.5, 230.6

Green Ph, Woglom AE, Genereux Ph, et al. The impact of frailty status on survival after transcatheter aortic valve replacement in older adults with severe aortic
stenosis. A single-center experience. J Am Coll Cardiol Intv 2012;5:974-81.

]
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Short Physical Performance Battery (SPPB)

1 Test da equilibrio ¥
3 Testde levantarse de la silla

Plos juntos < 10 meg. Dpios) F o ost 00 velockdad
) [Drised radian .

Pl junios durantoe 10500 aa I mancha
Somil Lancam e Pad rquz.:ni. o8 brazos sobre o 3 Dare fpiod

L‘. g (1
Takir de U fee & b atura del deds
gordo del ofro pie durante 10 seg P&m - .\nm.lnc ||.'J1J|F:IE" Tic 3,:‘ ||]

Tandom
Lin pia dadanta da obro, tocando el S Pusdé raacao
Ealon e und @ punta dal otro

L3

duranta 10sag .
5 Srepeticiones :..EL@-; 2 plos)
»16,70 56g. (1 pind

Madr &l tiampa que larda en
levantarse cinco vecss da la sl komés
(4000 Qe pueila, Sin pararse

L
T Ry Wy
» 580, 00 psed realieario ) plos

2 Test de velocidad de la marcha

Meadir &l tiermpo empleado an [ :'J' LT
caminar 2.4 44 motros 3 ritmo B, TOmeg (1 Dl
normal {usar e mejor de 2 inbantos) ol D POEAND: DDA

Guralnik JM, Ferrucci L, Pieper CF et al. Lower extremity function and subsequent disability: consistency across studies, predictive models, and value of gait speed alone compared with the short
physical performance battery. J Gerontol A Biol Sci Med Sci. 2000; 55:M221-31.

EE——
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Prevalenca fragilitat

* 10-15% en pacients> 65a.

« Aumenta amb I'edat, | es major en dones | en pacients
Institucionalitzats.

e La prevalenca es triplica en ancians cardiopates (25-30%).

Singh M, Rihal CS, Lennon RJ et al. Influence of frailty and health status on outcomes in patients with coronary disease undergoing percutaneous revascularization. Circ  ——|

Cardiovasc Qual Outcomes. 2011;4:496-502. I ! ’ ’ , |



Table 2 Prevalence of geriatric syndromes and conditions in 211
unselected older patients admitted for acute cardiac disease to
a cardiology unit

n %
Major geriatric syndromes 127 60.2
Frailty 86 40.8
Cognitive impairment 67 31.8
Severe dependence (ADL score =3)) 31 14.7
Depression e 4.3
Other geriatric syndromes/conditions
Urinary incontinence 113 53.6
Visual impairment 91 43.1
Hearing impairment 77 36.5
Mobility impairment 46 21.8
Recurrent falls 31 18.8

ADL, activity of daily living.

———

Sanchez E, Vidan MT, Serra JA, Fernandez-Avilés F, Bueno H. Prevalence of geriatric syndromes and impact on clinical and functional outcomes in older patients with acute cardiac diseases. Heart. 2011;97:160@
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Fragilitat i pronostic

Table 3. Risk-Adjusted Impact of Frailty on the Primary

Table 2. Outcomes (Unadjusted) Composite Outcome

Nonfrail Frail - Odds Ratio (95% CI) _ 3.:
5 = = ___ ge, y w
Variable, n (%) (n=158) (n=149) ! Sk i
Primary composite cutcome™ 43 (27.2) 68 (45.68) 0.0009 a0—84 1.19 {0.62—2.30) 0.60
Mortality, 1 mo 5(3.2) 23 (15.4) 0.0002 =85 0.76 (0.39-1.49) B
. . . Gender 0.48
Mortality, in-hospital 3.9 15 (10.1) 0.003 - i
Wajor Dleeding, Strokes 11, or B (3.8) T4 (9.4] U063 Female 0.82 (0.47—1.41) 0.48
need for dialysis, in-haspital Ejection fraction 0.58
Mo. of bed days 7.5 13.4 =< 0.0001 =40% Reference
. e = 40% 1.11 {0.58—2.14) 075
Coronary angiography, 1 mo 73 (46.2) 23 (15.4) = 0.0001 ok e 1.37 (0.76-2.44) &.90
Revascularization, 1 mo 48 (30.4) 10 {6.7) =0.0001 Cardiovascular risk 0.26
Nonfrail Frail i gt
il ) Moderate 1.74 (0.64—4.72) 0.28
n=155) (n=134) Severe 2.49 (0817 63) 012
Rehospitalization, 1 mo 34 (21.9) 40 (29.9) 0.138 Frailty
Reinfarction, 1 mo 8 (5.2) 10 (7.5) 0.470 oakal Hamrance
- . Frail 2.17 (1.28-3.67 0.004
Major bleeding, stroke/TIA, or 5(3.2) 2 (1.5) 0.456 s : - i
need for dialysis, 1 mo e T
*Primary composite outcome denotes the composite of death from any Moderate 0.57 {0.29—1.13) 0.11
cause, myocardial reinfarction, revascularization due to ischemia, hospitaliza- Severe 1.36 (0.76—2.45) 0.31

tion for any cause, major bleeding. sitrokefiransient ischemic attack (TIA), and
need for dialysis up to 1 month after inclusion.

Cl indicates confidence interval; CAD, coronary artery disease. The indepen-
dent variables were tested for collinearity with the use of the variance inflation
factor. All variables had a variance inflation factor value =2.5, which does not
indicate collinearity.

307 pacients >75a NSTEMI, fragilitat per CSHA

E——
———
. . . . . . . . . . . . . H
Ekerstad N, Swahn E, Janzon M et al. Frailty is independently associated with short-term outcomes for elderly patients with non-ST-segment elevation myocardial infarction. Circulation. 2011;124:2397-404. ! ”,
Ekerstad N, Swahn E, Janzon M et al. Frailty is independently associated with 1-year mortality for elderly patients with non-ST-segment elevation myocardial infarction. Eur J Prev Cardiol. 2013

SHNIETAT CATALANA DA
CEBEIATRIA T GERONTOLOUEA



Fragilitat | pronostic

Table 3. Unadjusted Associations With the 2 Follow-Up End Points
Death Death/MI

HA 95% Ci PValue HR 95% CI P Value

Mayo Clinic Risk Score 115 (1.08,1.22) <0.001 1.10 (1.04,1.15) =0.001
Comorbidities
Charlson Index 1.12 (1.06,1.18) <0.001 1.05 (1.01,1.10) 0.024
Fraiity group =20.001 <20.001
Intermediate fraiity 1.0 (0.85, 4.25) 0.120 1.40 (0.84, 2.33) 0.182
Frail 536 (2.41,119) <0.001 304 (1.80, 515 ~0.001
Health stafus variables <0.001 0.032

SF-36 Mental Comp {per 10 point decrease) 1.02 (0.81,1.27) 0.893 1.09 (0.92 1.29) 0.326
SF-36 Physical Comp (per 10 point decrease) 1.72 (1.36,2.18) <0.001 1.24 (1.04, 1.47) 0.015

MI indicates myocardial infarction; HR, hazard ratio; Cl, confidence interval; and SF-36, Short-Form 36.

Singh M, Rihal CS, Lennon RJ et al. Influence of frailty and health status on outcomes in patients with coronary disease undergoing percutaneous revascularization. Circ
Cardiovasc Qual Outcomes. 2011;4:496-502.

]
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Cumulative Events Rate
=1
b
1

No. at Risk

Slowest

Middle

Fastest

Matsuzawa Y, Konishi M, Akiyama E, et al. Association between gait speed as a measure of frailty and risk of cardiovascular events after myocardial
infarction. J Am Coll Cardiol. 2013;61:1964-72.

Gail Speed

P < 0,001, by Log rank

Slowest; n—158, Cardiovascular events—58 (16.7%)
Middle: n=159, Cardiovascular events~20 (12.6%)
Fastest: n=155, Cardievascular events—=5 (3.2%)

Fragilitat | pronostic

158 I43 136 128 100
159 157 155 131 113
155 155 IS5 154 136

%9

106

25

i3

472 pacients amb STEMI ICP primari<12h. Velocitat de la marxa prealta (200 m).

C-Statistics for Cox Proportional Hazards Models to Predict Cardiovascular Events in STEMI Patients

CStatistic 95% CI Increment in C-Statistic 95% Cl
FRS 0.595 0.528-0.669
FRS - gait speed 0.763 0.716-0.812 0169 0.095-0.242
FRS ~ BNP 0.677 0.608-0.744
FRS — BNP — galt speed 0t 0.724-0816 0.095 0.044-0.145
FRS + comorbidity index 0.654 0.581-0.712
FRS + comorbidity index + gait speed 0.781 0.735-0.824 0.127 0.068-0.203
FRS — BNP — comorbidity index 0.703 0.636-0.763
FRS ~ BNP + comorbidity index - gait speed 0.786 0.738-0.829 0.083 0.040-0.135

]
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Fragilitat i pronostic

Survival by Frailty Category

1.007
183 pacients >65 a SCA 0.80

0.60

0.40

Cum Survival

0.209

0.00

Frailty
Category

wIVEFS 0-3
s "EFS 4-6
s W"=EFS >=7

Graham MM, Galbraith PD, O'Neill D et al. Frailty and outcome in elderly patients with acute coronary syndrome. Can J Cardiol. 2013;29:1610-5.

T T T
2 3 4

L

Survival time in Years



Fragilitat i pronostic

Sundval probability

0.6+

05

0.4

Adjusted survival probabilities

Grean scare continuous
P <0.0001

L 2 T T
0.0 05 10 1.5 20
Follow-uptime (years)

Survival probability

Graen scora binary, dichotomized at 5-points
P=0001

104 =

084

07

L=}
o
i

Q
L1
L

o
e
L

034

T T T
05 1.0 15 20 2
Fallow-uptime (years)

o

3.0

342 pacients >65a SCA

Sanchis J, Bonanad C, Ruiz V et al. Frailty and other geriatric conditions for risk stratification of older patients with acute coronary syndrome. Am Heart J.

2014;168:784-91.
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Fragilitat i pronostic

Survival functions

IO{:] - 1h‘lhf-:~* K e an O SR )
(.05 -
B l
.E 352 pacients >65a SCA
2 0.90 - l 1 Pel
E
- Score (n)
(.85 1 ~1=3 (38) —+
' ~4(162) :
5(59)
~6=7(93) —+
(.80 1
0 50 100 150 200

Tume, Day
Figure 1. Kaplan—M\leier curves. Adjusted for age and sex for
study participants (n) over the medmm term (120 days). according to
thetr scores on the Climical Frailty Scale. Some scores were grouped.

————

Kang L, Zhang SY, Zhu WL, Pang HY, Zhang L, Zhu ML, Liu XH, Liu YT. Is frailty associated with short-term outcomes for elderly patients with acute coronary syndrome? J Geriatr Cardiol. 2015;12:662-7. H ” ”
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Figure 3 Monality according to Frailty score. Frailty was associated with higher 30-day (A) and 1-year (B) mortality.

Murali-Krishnan R, Igbal J, Rowe R, Hatem E, Parviz Y, Richardson J, Sultan A, Gunn J. Impact of frailty on outcomes after percutaneous coronary intervention: a prospective cohort study. Open

Heart. 2015 Sep 8;2(1):e000294.

745 pacients sotmesos a ICP (mitja 62a)
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Table 4. Primary and secondary endpoints results; univariable analysis.

Frail (n=71) Non-frail (n=131) OR. (95% CI) P wvalue

| All-cause mortality (%) 6 (8.5%) 1 (0.8%) 12.0 (1.4-101.8) 0.004
= CCIoNn (7o) (T =a%) I TO8%) UoF (O T—=30.17 U653
Stroke (%) I (1.4%) 0 (0%) - 0.173
Major bleeding (%) 14 (19.7%) 12 (9.2%) 2.4 (1.1-5.6) 0.032
MACE (%) 7 (9.9%) 2 (1.5%) 7.1 (1.4-34.9) 0.006
MACCE (%) 8 (11.3%) 2 (1.5%) 8.2 (1.7-39.7) 0.002
Combined MACE and 17 (23.9%) 13 (9.9%) 2.9 (1.3-6.3) 0.007

major bleeding (%)

Table 5. Primary endpoint; multivariate analysis.

OR: odds ratio; Ck confidence interval; MACE: major adverse cardiac events; MACCE: major adverse cardiac and cerebrovascular events.

MACE

P value

Odds ratio (95% CI)

Frailty 7.13 (1.43-35.42)

0.016

ge 0.98 (0.85-1.12)
Maximum creatinine 1.24 (0.63—2.42)

GRACE index 1.02 (0.99—1.06)
Diabetes mellitus 0.67 (0.17—2.83)

0.974
0.527

0.210
0.602

MACE: major adverse cardiac events.

Alonso Salinas GL, Sanmartin Fernandez M, Pascual Izco M, et al. Frailty is a short-term prognostic marker in acute coronary syndrome of elderly patients. Eur Heart J Acute
Cardiovasc Care. 2016;5(5):434-40.
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*Valoracio de fragilitat (Fried) en 4996 pacients >65a de I'estudi TRILOGY.
sFragilitat 4,7%; prefragilitat 23%

*Associacio amb esdeveniment lari (mort CV, IAM o AVC) i mortalitat global a 30d.

*Associacio independent de caracteristiques basals | score GRACE.

A0 p < 0001
£ & ¥
= = 20 -
T 20 =
= =
[ o= |

10 - 10 -

a il

Sin fragilidad Prafragiidad Fragilidad Sin fragiidad Prafragiidad Fragibdad

Figura 2. Asociacidn de 1a prefragilidad v la fragilidad con el pronéstico en el ensayo TRILOGY. Modificada con permiso de White et al’’. A: muerte cardiovascular,
infarto o accidente cercbrovascular a los 30 dias. B: mortalidad total a los 30 dias.

White HD, Westerhout CM, Alexander KP, et al; TRILOGY ACS investigators. Frailty is associated with worse outcomes in non-ST-segment elevation acute coronary syndromes: Insights from the
TaRgeted platelet Inhibition to cLarify the Optimal strateGy to medicallY manage Acute Coronary Syndromes trial. Eur Heart J Acute Cardiovasc Care. 2016;5:231-42.
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Table 2. Overall risk estmation and general admission data.

Risk assesment at admission

Fraill (n=71) MNon-frail (n=131) P value
Table 2. Outcomes (Unadjusted)
GRACE score (meantSD) 1544423 | 141+20.6 0.000
TIMI score (mean*SD) 46+1.1 34411 0.000 Nonfrail Frail
CRUSADE score (meantSD) 4824145 341+129 0.000 Variable, n (%) (n=158) {n=149) L
;-gﬁ"l(i%)h . T o - 43 (27.2) 68 (45.6) 0.0009
I (%' ) e Table 2. Patient characteristics 5(3.2) 23 (15.4) 0.0002
ol i EFS 0-3 EFS 4.6 EFS > 7 o s e . 0.003
Admission SBP (meantSD; mmHg) N L - - S = 6 (3.8) 14 (9.4) 0.063
Admission HR (mean%SD; Ipm) Characternistic n = 63 n — 6% o =55 7 value
Severe left ventricular dysfunction (%) o e 7.5 13.4 = 0.0001
Laboratory parameters Mean ape L60) 73.9 75.3 TR Bt 73 (46.2) 23 (15.4) —0.0001
Admi E Sex (9% female) 22.2 38.5 38.2 Nn.088
mission glucose level (mean:SD; mg/dl) % ; 48 (30.4) 10 (6.7) —0.0001
Admission leukocytes (meanSD; Ux|0%/1) H}'pt_‘:n’acnhlc?n (98] 61.3 86.2 26.4 = 0.001 & = S
Admission CRP (mean+SD; mg/l) D}rsll.pldcmia (%) B4.1 923 85.5 0328 Momnfrail Frail
Maximum creatinine (mean*SD; mg/dl) 1:)1313‘!_11:5 (%a) 14.3 27.7 45.5 D-[_'-'O 1 (n—155) (n—134)
Maximum BNP (mean+SD; pg/ml) Smoking (%] 7.9 12.3 16.4 0.571 34 (21.9) 40 (29.9) 0.138
Thyroid-stimulating hormone (meanxSD; milU/) Renal disease (96) 6.7 14.1 29.6 0.003 8 (5.2) 10 (7.5) 0.470
1,25 hydroxi-Vitamin D (mean £ SD; ng/mil) Congestive heart failure (%46) 4.8 9.2 35.2 <= 0.001 5(3.2) 2 (1.5) 0.456
sy %) :‘ 'rl: , cula_rld_lsms (‘%imr ; ; P 22; 3’31‘?
atheterisa n ATeDIOVAS i e - . = = ¢
Culprit Gwamel rasascabitistsos (%) Previous MI (96) 25 40.0 43.6 B e e
s ik 2 Previous ICIL (06) 75 29.2 34.5 0.096 ding, stroke/transient ischemic attack (TIA), and
H‘::s -rt;?cs‘:au;me:n:tsn- ani) Previous CABG (%) B.1 18.5 1B.5 0.203 th after inclusion.
s y s STEMI (96) 23.8 18.5 14.5 0.436
Malignancy (%6} B.1 o3 11X 0.854
Pulmonary discase (96) 1153 16.9 29.6 0.113
Liver disease {26) 0.0 0.0 1.9 0.448
Gl disease (20) 10.0 9.2 14.8 0.734
Nomesa s s H =
Cardiac carhererization (%6) BB.9 86.2 58.2 = 0.001
PCI (%%) 36.5 26.2 16.4 0.047
= (90) | WA 8.5 9.1 03
Length of stay (mean d) 7-0 9.7 12.7 0.026

CABG, coronary arcery l:l}rpa.';s gxnfting; CAD, COronary arcery disease;
EFS, Edmonron Frail Scale; GI, gastrointestinal; LV, left wentricle; MI,
myocardial infarcrion; PCI, percuranecous intervention; STEMI, ST -segment

elevadon MIL

E———
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« Menor utilitzacio de tractaments recomanats i estrategia invasiva en pacients fragils.

W Mo coronary angiography B Coranary angiocgraphy

1+2 3 4+ 5 6 r

Degree of frailty

A —
Ekerstad N, Swahn E, Janzon M et al. Frailty is independently associated with short-term outcomes for elderly patients with non-ST-segment elevation myocardial N’
infarction. Circulation. 2011;124:2397-404. ” ” , l
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Manelig clinic

 Part de las diferencies en el maneig es basen en percepcions subjectives de
fragilitat i expectativa vital limitada, no sempre exactes.

e Existeix escassa evidencia sobre com debe ha de modificar-se el tractament en
presencia de fragilitat.

Ko DT, Austin PC, Tu JV, Lee DS, Yun L, Alter DA. Relationship between care gaps and projected life expectancy after acute myocardial infarction. Circ Cardiovasc Qual Outcomes.
2014;7:581-8.

Parker AB, Naylor CD, Chong A, Alter DA. Clinical prognosis, pre-existing conditions and the use of reperfusion therapy for patients with ST segment elevation acute myocardial —
infarction. Can J Cardiol. 2006;22:131-9. e —

LS



Estratificacid de risc en ancians amb SCA

 Edat cronologica: predictor potent de mortalitat i present en diverses escales
de risc.

 Algunes de les escales de risc més comuns han mostrat un pitjor rendiment
predictu en el pacient d’edat avancada.

E——
Lenderink T, Hernandez AV, Boersma E, Martinez-Sellés M, Juarez M, Sanchez PL, Vidan MT, Simoons ML, Fernandez-Avilés F, Bueno H. Prediction of 30-day mortality in older | —
patients with a first acute myocardial infarction. Cardiology. 2010;115:1-9. I ! ’ , , |



Estratificacio del risc hemorragic

>75a </ba

 Las variables vinculades a I’ envelliment podrien

tener un paper en el pitjor funcionament de les
escales de risc hemorragic en la gent gran.

Seve iyt

———
.
‘l-#
Ariza-Solé A, Formiga F, Lorente V et al. Efficacy of bleeding risk scores in elderly patients with acute coronary syndromes. Rev Esp Cardiol. 2014;67:463-70.



Fragilitat i1 risc hemorragic

o La fragilitat va predir predir les hemorragies majors malgrat una menor utilitzacio
de DAPT i estrategia invasiva.

 Factor predictor de complicacions hemorragiques independentment de I'edat.

Table 4
Primary and secondary endpoints results. Univariate analysis.

Non-frail (n = 118) Frail (n = 72) P

Transfusion needed (%) T(61%) 9(13%) 0.109
Decrease >3 g/dl haemoglobin (%) 12 (0.5%) 17 (24.3%) 0.013
Intracranial haemorrhage (%) 0 (0%) 0 (0%) -

Bleeding needing surgery (%) 0 (0%) 0 (0%) -

Major bleeding (%) 14 (11.9%) 19 (26.4%) 0.010
Mortality (%) 4 (3.4%) 6 (8.3%) 0.139
Reinfarctdon (%) 5(43%) 4 (6%) 0.608
Stroke (%) 2 (1.7%) 2 (2.8%) 0.139

———
\-#
Alonso Salinas GL, Sanmartin Fernandez M, Pascual Izco M et al. Frailty predicts major bleeding within 30days in elderly patients with Acute Coronary Syndrome. Int J Cardiol. 2016;222:590-593. H ” , |
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Impact of Frailty and Functional Status

on Outcomes in Elderly Patients

With ST-Segment Elevation Myocardial
Infarction Undergoing Primary Angioplasty:
Rationale and Design of the IFFANIAM Study

STEMI patients aged 75 years or colder
undergoing primary PCI

!

| tnForrnéd consent |

l —

Baseline m—tmsp;ai assesmt_;regatlam pre Ml status)
Comorbidities (Charlson index), Functional status (Bl, LI, Mobility scale), Frailty (Fried criteria, FRAIL scale),

Cognitive status (Pfeiffer test), Nutritional rsk asessment (MNA-SF), Quality of life (SAQ)

Ariza-Solé A, Formiga F, Vidan MT et al. Clin -

Cardiol.2013;36:565-5609. Functional status (81, :.‘Is::::nny SC-T:):.,Cogniliv. status (Pfeiffer test),
Quality of life (SAQ)

l

Assessment at 1 year

Clinical follow up (mortality, hospital admissions, infarction, coronary revascularisation),
Functional sattus (Bl, LI, Mobility scale), Cognitive status (Pfeiffer test), Quality of life (SAQ)

(

(il
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Conclusions

* |’ evidencia sobre el maneig dels pacients d’alt risc i amb comorbilitats es molt
escassa.

o La fragilitat i altres variables vinculades a I'envelliment poden contribuir a
caracteritzar I’ edat biologica dels pacients amb SCA.

* La seva associacié amb la mortalitat i el desenvolupament d’esdeveniments
cardiovasculars es molt potent | consistent.



Conclusions

 De forma consistent els pacients fragils son tractats de forma conservadora |
menys adequada a les recomanacions.

» Aguesta estrategia no esta basada en evidencia solida i podria no ser la més
idonia.
* La inclusio del pacient fragil en assaigs aleatoritzats i el registre sistematic de la

fragilitat i altres variables vinculades a I’envelliment podria reduir la incertesa al
voltant del maneig de la SCA en la gent gran.
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