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Definicion

CASPe (Critical Appraisal Skills Programme Espanol)

\ 4

“Lectura critica de la evidencia clinica”

\ 4
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Patogenia LPA y Antecedentes

M LPA 2> 1 SCA

Alternativas:

Guias Europeas: tto > 50 mg/dl . Njacina: | LPA 15-25% > No | MACE /
Mortalidad

* Anecetrapib: | LPA 25% —> Efectos
modestos CV

« PCSK 9: | LPA 25% —> Beneficio esp. {
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Patogenia LPA y Antecedentes

ORIGINAL ARTICLE

ODISSEY Outcomes: Evaluation of Cardiovascular Outcomes
After an Acute Coronary Syndrome During Treatment With
Alirocumab (Publicado 11-11-2019)




PROGRAMA DE LECTURA CRITICA CASPe
[:» Leyendo criticamente la evidencia clinica

11 preguntas para entender un ensayo clinico

« ¢Son validos los resultados del ensayo?
e ¢Cuales son los resultados?
 ¢Pueden ayudarnos estos resultados?




1. éSon validos los resultados del ensayo?

1.1. Preguntas "de eliminacién"

Si = Continuar analisis



1 - é{Se orienta el ensayo a una pregunta claramente definida?

Una pregunta debe definirse en términos de:

* La poblacion de estudio: pacientes del ensayo ODISSEY Outcomes con SCA

* La intervencion realizada: uso de alirocumab y comparacion con placebo

* Los resultados considerados: cambios en niveles de LPA y LDL -> Endpoint
Primario: Reduccion de Eventos Adversos Cardiovasculares Mayores (MACE)*

Endpoint Secundario: muerte por enfermedad coronaria, IAM no fatal, ictus
isquémico, muerte cardiovascular y todas las causas de muerte

*MACE: muerte por enfermedad coronaria, IAM no fatal, ictus isquémico y hospitalizacidon por angina inestable



Metodologia >40a + SCA (1-12 meses después)
+ Tto Estatinas™ + Mal control lipidos™*

N2
18.924 pacientes

9.462 pacientes 9.462 pacientes

*Atorvastatina 40-80 mg / Rosuvastatina
20-40 mg / Dosis tolerada maxima

Alirocumab*** Placebo
** |DL-C 270 mg/dl / No-HDL =100
mg/dl / Apolipoproteina B >80 mg/dl -
No LPA Seguimiento: 2,8 afios mediana
*** Dosis tituladas de 75mg/150 mg: 1 1
objetivo LDL 25-50 mg/d|I 1

o 1.955 MACE
Medicion LPA 0 meses 4 meses 12 meses



Metodologia

Exclusion criteria:

« Uncontrolled hypertension

* New York Heart Association class Ill or IV heart failure; left ventricular ejection fraction
<25% if measured

* History of hemorrhagic stroke

* Fasting triglycerides >400 mg/dl (4.52 mmol/L)

 Use of fibrates other than fenofibrate or fenofibric acid

« Recurrent ACS within 2 weeks prior to randomization visit

« Coronary revascularization performed within 2 weeks prior to randomization visit, or
planned after randomization

« Liver transaminases >3 x upper limit of normal (ULN); hepatitis B or C infection

« Creatine kinase (CK) >3 x ULN

 Estimated glomerular filtration rate <30 ml/min/1.73 m?
* Positive pregnancy test



2 - {Fue aleatoria la asighacidn de los pacientes a los tratamiento

e ¢Se mantuvo oculta la secuencia de aleatorizacion?

TREATMENTS. Patients were randomly assigned to
treatment with alirocumab 75 mg subcutaneously
every 2 weeks or matching placebo., Among patients
assigned to alirocumab, the dose was blindly
increased to 150 mg in patients who did not achieve
an LDL-C level of <50 mg/dl (1.29 mmol/l). Placebo
was blindly substituted for alirocumab in patients
who had 2 consecutive LDL-C measurements
of <15 mg/dl (0.39 mmol/l).

Patients were randomized to receive either placebo or alirocumab during the double-blind study treatment
period using a ratio 1:1, with permuted-block randomization. Randomization was stratified according to
country.




3 - ¢Fueron adecuadamente considerados hasta el final del estudio todos
los pacientes que entraron en él?

* ¢El seguimiento fue completo? Si
e ¢Se interrumpiod precozmente el estudio? No

* ¢Se analizaron los pacientes en el grupo al que fueron aleatoriamente
asignados? Si

Provided informed consent and underwent screening
(n=35,437)

Excluded*
Screen failures (n=16,505)
Protocol violation (n=8)
« 3 patients received treatment before the
randomization call
« 5 patients received treatment but had not

Randomized been randomized
(n=18,924)

|
I 1

Randomized to alirocumab (n=9462) Randomized to placebo (n=9462)
Received at least 1 dose (n=9443, 99.8%)

¢ Received at least 1 dose (n=9451, 99.9%) i
« Never received a dose (n=11) | ¢ Never received a dose (n=19)




Premature discontinuation of treatment (n=1343,
14.2%)

* Adverse event (n=362)

*  Poor compliance with protocol (n=454)

e Other reasons (n=520)
Physician decision (n=62)
Site closure/decision by sponsor (n=3)
Patient relocated (n=104)
Patient withdrew consent (n=91)
Related to study drug administration
(n=105)
Lost to follow-up (n=15)
Other (n=140)

¢ Missing reason (n=7)
Blinded switch to placebo due to two consecutive
LDL-C <15 mg/dl (<0.39 mmol/l) (n=730)

0O 00O0O

[«

3 - ¢ Fueron adecuadamente considerados hasta el final del estudi
los pacientes que entraron en él?

Premature discontinuation of treatment (n=1496,
15.8%)
* Adverse event (n=347)
* Poor compliance with protocol (n=529)
e  Other reasons (n=611)
Physician decision (n=77)
Site closure/decision by sponsor (n=1)
Patient relocated (n=139)
Patient withdrew consent (n=118)
Related to study drug administration
(n=96)

o Lost to follow-up (n=17)

o Other (n=163)
e  Missing reason (n=9)

O 0O0O0O0

Died during follow up (n=334, 3.5%)

Incomplete follow-up on primary efficacy (n=149,
1.6%)

Died during follow up (n=392, 4.1%)

Incomplete follow-up on primary efficacy (n=171,
1.8%)

Incomplete follow-up on survival (n=37, 0.4%)

Competing cause of death (n=19)
Patient did not want to continue (n=100)
Lost to follow-up (n=9)

Other reasons (n=21)

Patient did not want to continue (n=23)
Lost to follow-up (n=9)
Other reasons (n=5)

e Competing cause of death (n=34)

¢ Patient did not want to continue (n=92)
e Lost to follow-up (n=14)

e Other reasons (n=31)

Incomplete follow-up on survival (n=49, 0.5%)
e Patient did not want to continue (n=25)

e Lost to follow-up (n=14)

e  Other reasons (n=10)

Included in efficacy analysis (n=9462)
Received at least one dose of allocated treatment and
included in safety analysis (n=9451)

Included in efficacy analysis (n=9462)
Received at least one dose of allocated treatment and
included in safety analysis (n=9443)

Included in efficacy analysis (n=9462)
Received at least one dose of allocated treatment and
included in safety analysis (n=9451)

Included in efficacy analysis (n=9462)
Received at least one dose of allocated treatment and
included in safety analysis (n=9443)




1.2. Preguntas de detalle




4 - {Se mantuvo el cegamiento a los pacientes, los clinicos y al pe
estudio?

Blinding In order to protect the blind, all double-blind treatment kit
boxes had the same look and feel and were labeled with a double-
blind label.

tion. Secondary endpoints considered in the present
analysis were coronary heart disease death or
nonfatal myocardial infarction, fatal or nonfatal
ischemic stroke, cardiovascular death, and all-cause
death. Unstable angina was not considered individu-
ally because of a small number of events. All end-

points were adjudicated by a committee blinded to

treatment assignment and lipid levels under the

auspices of the Duke Clinical Research Institute.



5 - éFueron similares los grupos al comienzo del ensayo?

* En términos de otros factores que pudieran tener efecto
resultado: edad, sexo....

(A) No (B) Only (C) Only (D) p Value
Died Durin g Alive at End |~ Events  Event=Death Event=Nonfatal Multipld @) ®vs (O
All Patients || Follow-Up | of Follow-Up @=15860)  (n=447)  CV(n=1361) ( E_v;"; @O (©
Characteristic (n=18924)* (n=726)* (n=18198)* +D)
Age, y 59 (52-65) 64 (57-71) 58 (52-65) Age, yrs 58(51,65) 63 (56,70) 59 (52, 66) 61(54,64 <0.0001 <0.0001 0.00
Age category <0.0001 <0.0001 0.00
Female sex 4762 (25.2) 202 (27.8) 4560 (25.1)
<65 yrs 745 563 711 642
Racet
65 to <75 yrs 208 315 25 266
White 15024 (79.4) 551 (75.9) 14 443 (79.5)
>75 yrs 47 122 64 92
Asian 2498 (13.2) 93(12.8) 2405 (13.2)
Female 249 251 27.9 261 003 NS NS
Black or African 473 (2.5) 26 (3.6) 447 (2.5) .
Ao Region <0.0001 <0.0001 0.00
Western Europe 223 113 22.6 221
Other 929 (4.9) 56 (7.7) 873 (4.8)
Eastern Europe 293 36.0 252 225
Region of enrollment
| - North America 138 129 209 274
Central and Eastern 5437 (28.7) 234 (32.2) 5203 (28.6)
South America 139 206 123 106
Europe
Western Europe 417522.1) || s4(11.6) | 4091 (22.5) sia e e - 63
Rest of world 7.9 8.8 94 111
Canada/USA 2871 (15.2) 136 (18.7) 2735 (15.0)
X - Index event <0.0001 0.005 0.02
Latin America 2588 (13.7) 133(18.3) 2455 (13.5)
NSTEMI 474 52.6 52.8 57.8
Asia 2293(12.1) 75(10.3) 2218 (12.2)
! ! STEMI 356 265 323 272
Rest of the world 1560 (8.2) 64 (8.8) 1496 (8.2) )
Unstable angina 17.0 208 149 15.0
Time from index event | 27(L7,  25(17,36) 2.6(17,42) 24(16, | <0.0001 NS 0.03
to randomization, 4.4) 3.9)




6 - ¢Al margen de la intervencidn en estudio los grupos fueron tratad

igual modo?

Premature discontinuation of treatment (n=1343,
14.2%)

e Adverse event (n=362)

* Poor compliance with protocol (n=454)

e Other reasons (n=520)
Physician decision (n=62)
Site closure/decision by sponsor (n=3)
Patient relocated (n=104)
Patient withdrew consent (n=91)
Related to study drug administration
(n=105)
Lost to follow-up (n=15)

o Other (n=140)

¢ Missing reason (n=7)
Blinded switch to placebo due to two consecutive
LDL-C <15 mg/dl (<0.39 mmol/l) (n=730)

©C 00O0CO

o

Premature discontinuation of treatment (n=1496,
15.8%)

e Adverse event (n=347)

e Poor compliance with protocol (n=529)

e Otherreasons (n=611)

Physician decision (n=77)

Site closure/decision by sponsor (n=1)

Died during follow up (n=334, 3.5%)

Incomplete follow-up on primary efficacy (n=149,
1.6%)

 Competing cause of death (n=19)

* Patient did not want to continue (n=100)

e Lost to follow-up (n=9)

e  Other reasons (n=21)

Incomplete follow-up on survival (n=37, 0.4%)
e Patient did not want to continue (n=23)

¢ Lost to follow-up (n=9)

e  Other reasons (n=5)

Patient relocated (n=139)
Patient withdrew consent (n=118)
Related to study drug administration
(n=96)

o Lost to follow-up (n=17)

o Other (n=163)
e Missing reason (n=9)

O 00O0OO0

Died during follow up (n=392, 4.1%)

Incomplete follow-up on primary efficacy (n=171,
1.8%)

* Competing cause of death (n=34)

¢ Patient did not want to continue (n=92)

e Lost to follow-up (n=14)

e Other reasons (n=31)

Incomplete follow-up on survival (n=49, 0.5%)
e Patient did not want to continue (n=25)

e Lost to follow-up (n=14)

e Other reasons (n=10)

* Included in efficacy analysis (n=9462)

* Received atleast one dose of allocated treatment and

included in safety analysis (n=9451)

Included in efficacy analysis (n=9462)
Received at least one dose of allocated treatment and
included in safety analysis (n=9443)

j



2. ¢Cuales son los resultados?




7 - ¢Es muy grande el efecto del tratamiento?

e ¢Qué desenlaces se midieron?

o Endpoint Primario: Reduccion de Eventos Adversos Cardiovasculares Mayores
(MACE)

o Endpoint Secundario: muerte por enfermedad coronaria, IAM no fatal, ictus
isquémico, muerte cardiovascular y todas las causas de muerte

* ¢Los desenlaces medidos son los del protocolo? Si




7 - ¢Es muy grande el efecto del tratamiento?

Niveles basales LPA: Mediana 21.2 mg/dl; IQR (6.7, 59,6) + LDL

J
Relacion con MACE

ENVOLTURA POLAR
O Colesterol

AN ﬁ Fosfolipidos
) O Apolipoproteinas
<

NUCLEO APOLAR
Q Esteres de colesterol

m Triadilgliceroles




7 - ¢Es muy grande el efecto del tratamiento?

FIGURE 1 Baseline Lipoprotein(a) Quartile as a Predictor of Events in the Placebo Group

p < 0.0001* p < 0.0001*
12.5
10.0
S
g 7.5
c ns ns ns
g - -
<5 5.0
£
2.5
0.0
MACE CHD Death Ischemic CV Death All-Cause
+ Nonfatal Ml Stroke Death
M Quartile 1 M Quartile 2 B Quartile 3 M Quartile 4

(<6.7 mg/dl) (6.7 to <21.2 mg/dl) (21.2 to <59.6 mg/dl) (259.6 mg/dl)




7 - ¢Es muy grande el efecto del tratamiento?

MACE HR
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FIGURE 2 Spline Analysis of Continuous Baseline Lipoprotein(a) and the Primary Endpoint Hazard Ratio (MACE) in the Placebo Group
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7 - ¢Es muy grande el efecto del tratamiento?

FIGURE 3 Relative and Absolute Treatment Effect on MACE by Baseline Lipoprotein(a) Quartile

MACE Incidence

Quartile 1
Quartile 2
Quartile 3

Quartile 4

Overall

Alirocumab
n/N (%)

211/2,327 (9.1)

219/2,438 (9.0)
212/2,356 (9.0)
261/2,341(11.2)

903/9,462 (9.5)

Placebo
n/N (%)

228/2,403 (9.5)
239/2,293 (10.4)
269/2,373 (11.3)
316/2,393 (13.2)

1,052/9,462 (11.1)

HR (95% Cl)
(Pinteraction = 0-55)
0.95 (0.79, 1.15) : .
]
0.85 (0.71,1.03) X
0.79 (0.66, 0.94) -—
]
0.83 (0.70, 0.98) -;
1
1
0.85 (078, 0.93* D
1
0.70 0.85 1.0
Alirocumab Placebo
Better Better

Absolute Risk
Reduction (95% Cl)

(pm = 0.00“)

0.4% (1.2, 2.1) : =
1
1.4% (-0.3, 3.1) .
2.3% (0.6, 4.1) -—
1
21% (0.2, 3.9) - :
1
1
1.6% (0.7, 2.4) ’
1
32% 16% 0%
Alirocumab  Placebo
Better Better

NNT (2,8 afios): Q1 238 — Q2 69 — Q3 43 — Q4 49




7 - ¢Es muy grande el efecto del tratamiento?

FIGURE 4
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7 - ¢Es muy grande el efecto del tratamiento?

/ A mayores niveles basales de LPA = Mayor RCV y mayor reduccion de LPA con Alirocumab

TABLE Y Relationship of Changes in Lipoprotein(a) and LDL-C From Baseline to Month 4 to MACE After Month 4 in the Alirocumab Group
Change HR (95% CI) per HR (95% Q1) for
Model Model Adjustments Parameter 1-mg/dl Decrease Observed Median Decrease p Value
I None Lp(a) 0.998 (0.993-1.002) 0.988 (0.967-1.009) 0.2730|
2 Baseline Lp(a) Lp(a) 0.993 (0.989 0.998) 0.968 (0.948 0.989) 0.0027

3A Baseline Lp(a), baseline LDL-C,, change Lp(a) 0.994 (0.990-0.999) 0.972 (0.951-0.992) 0.0081
from baseline to month 4 in LDL-Ceorr LDL-Cegpy 0.996 (0.994 0.998) 0.807 (0.720-0.904) 0.0002

3B Baseline Lp(a), baseline non—HDL-Ccopr, Lp(a) 0.994 (0.990-0.998) 0.972 (0.951-0.992) 0.0078
Changsrgmfr" baseline to month 4 in Non - HDL-Ceorr 0.997 (0.995 0.998) 0.819 (0.7340.914) 0.0004
nan -~

4A Baseline Lp(a), baseline LDL-C,,, change Lp(a) 0.994 (0.990-0.998) 0.973 (0.953-0.992) 0.007
from baseline to month 4 in LDL-Corr, LDL-Cegrr 0.995 (0.9930.997) 0.780 (0.696 - 0.874) <0.0001
demographic and clinical characteristics

4B Baseline Lp(a), baseline non—HDL-Cy, Lp(a) 0.994 (0.990-0.998) 0.973 (0.953-0.992) 0.0064
change from baseline to month 4 in Non— HDL-Ceqry 0.996 (0.994 0.998) 0.802 (0.717-0.897) 0.0001
non-HDL-Cqr, demographic and clinical
characteristics

Observell median decreases for lipoprotein(a) [Lp(a)], low-density lipoprotein cholesterol corrected for lipoprotein(a) cholesterol (LDL-Cq), and non-high density lipoprotein cholesterol

correcteqd for lipoprotein(a) cholesterol (non-HDL-C,.,,) were 5.0 mg/dl, 5.1 mg/dl, and 57.1 mg/d|, respectively.

Cl = cdpfidence interval; HR = hazard ratio.

Las reducciones de LPA y LDL con Alirocumab de manera independiente contribuyen a
reducir los MACE




7 - ¢Es muy grande el efecto del tratamiento?

CENTRAL ILLUSTRATION Relative Contributions of Changes in Concentrations of Corrected Low-Density
Lipoprotein Cholesterol, Corrected Non-High-Density Lipoprotein Cholesterol, and Lipoprotein(a) to the Absolute
Reduction in Major Adverse Cardiovascular Events in the Alirocumab Group

A B

35+ 3.27 3.5+

3.04

N

Predicted 4-Year Absolute
Risk Reduction, %
Predicted 4-Year Absolute
Risk Reduction, %

0.5 4
25th 50th 75th 25th 50th 75th
Baseline Lp(a) Percentile Baseline Lp(a) Percentile
W Lp(a) M Corrected LDL-C W Lp(a) m Corrected Non-HDL-C

Bittner, V.A. et al. J Am Coll Cardiol. 2020;75(2):133-44.




7 - éEs muy grande el efecto del tratamiento? «

“Las reducciones inducidas por alirocumab de LPA
vy LDL predijeron independientemente un menor
riesgo de MACE, después del ajuste de las
concentraciones basales de las lipoproteinas y las
caracteristicas demograficas y clinicas”




8 - ¢Cual es la precision de este efecto? (

e iCuales son sus intervalos de confianza?

Alirocumab:

* |, LPA: Mediana 5 mg/dl; IQR (0, 13.5) = -23%
IQR (-47%, 0%)

* |, LDL: Mediana 51.1 mg/dl; IQR (33.7, 67.2)

\2
J MACE: HR 0.85; IC 95% (0.78, 0.93)



3. ¢Pueden ayudarnos estos resultados?




9 - {Puede aplicarse estos resultados en tu medio o poblacion loc

en el o

* ¢Crees que los pacientes incluidos
suficientemente parecidos a tus pacientes?

ensayo

Medical history before index ACS

Hypertension 12 249 (64.7) Body mass indexs 279
Family history of 6773 (35.8) (25.2-31.1)
Age, y 59 (52-65) premature CHD Medications at randomization
T 252 Myocardial infarction 3639 (19.2) Lipid-modifying agents
P PCl 3241 (17.1) Htigh-intte:si/ty 16811 (88.8)
atorvastatin E—
White 15024 (79.4) CABG 1047 5.9) rosuvastatin
Asian 2498 (13.2) Stroke 611G.2) Low-/moderate- 1607 (8.5) -
- - : ; : Glomerular filtration rate, 78.2 70.2 78.5
Black or African 473 (2.5) Peripheral artery disease | 759 (4.0) 'mens't{ ":,mn'a“a"n/ mUmin per 1.73 m? 674007 | (549-852) | (67.8-90.4)
: rosuvastatin
American Congestive heart failure | 2815 (14.9)
2 Other statin 46 (0.2)
Other 929 (4.9) COPD 746 (3.9)
Region of enrollment o Eoounikie ki i
Mali t di 532 (2.8
p——— v e i (28) Aspirin 18 086 (95.6)
entral and Eastern : ‘
Europe DIEESEOOEIE P2Y, antagonist 16 541 (87.4)
Westarni Evirope 4175 22.1) Diabetes mellitus 5444 (28.8) Beta-blocker 15 990 (84.5)
Canada/USA 2871 (15.2) Prediabetes 8246 (43.6) ACE inhibitor or ARB | 14 716 (77.8)
Latin America 2588 (13.7) Normal 5234 (27.7) Use of a statin during the | 6164 (32.6)
: 3 mo immediately before
Asia 2293 (12.1) Tobacco smoking status b
Rest of the world 1560 (8.2) Current 4560 (24.1)
Former 7811 (41.3)
Never 6552 (34.6)




10 - é¢Se tuvieron en cuenta todos los resultados de importancia c

T —
Premature discontinuation of treatment (n=1343, Premature discontinuation of treatment (n=1496,
14.2%) 15.8%)
e Adverse event (n=362) * Adverse event (n=347) i 2
e B v oo ) S Poorreerulaios il Sackosst (20 Outcome Alirocumab | Placebo Hazarod Ratio
. Othg;‘ re?;onsd(n=|5'20) 6 . Othe'; ':eaggns ((’n=§11)( - (n = 9462) (n = 9462) (95 % C|)
o = o siclan decision (n= .
o Shzscloznre‘/a:ezz?o(r?by s)ponsor (n=3) o Site); closure/decision by sponsor (n=1) Number of patlents (%)
Patient relocated (n=104 Patient relocated (n=139 : e
2 Paent wihrow conaen (v61) il el s L SO ermaw endpoint: coronary heart‘ 903 (9.5) 1052 0.85(0.78, 0.93)
o Re_l%egi to study drug administration o ze_lgée)d to study drug administration disease death, nonfatal myocard|a| (1 11 )
o (LT;: to)follow-up (n=15) o Ic.)ost to follcaéwa-up (n=17) infarction, fatal or nonfatal ischemic
Other (n=140) o ther (n=163) . ..
SO ea0) o Missing reason (ned) stroke, or unstable angina requiring
Egrid(e:d s1vgilch gltcc;l |(:>Iaocggo due"tlt; :wo_,%%r;secutive hospltallzatlon
-C< m <0. mmo n= .
Coronary heart disease death 205 (2.2) 222 (2.3) 0.92 (0.76, 1.11)
Diad during folow Up (n=334, 3.5%) SRRt Cardiovascular death 240 (25) | 271(29) | 0.88(0.74, 1.05)
St yeta i o prry, ey fn=1ad oy b onprman efieaoy BT All-cause death 334 (35) | 392(41) | 0.85(0.73,098)
1.6%) : . - . . . 13, 0.
« Competing cause of death (n=19) *  Competing cause of death (n=34) -
« Patient did not want to continue (n=100) * E:utetntfdl: not w::nt '1"4;”“"““9 (n=92) Other endeIntST
¢ Lost to follow-up (n=9) . st to follow-up (n= — -
s Otherreasons (n=2f) «  Other reasons (n=31) Nonfatal myocarc.ilal |nfarct|on 626 (6.6) 722 (7.6) 0.86 (0.77, 0.96)
Incomplete follow-up on survival (n=37, 0.4%) Inoor;p:lgtetf:yzow:p onte:urvivat! (n=4(9. 3'.;%) Fatal or nonfatal ischemic stroke 11(1.2) 152 (1.6) 0.73 (0.57, 0.93)
o Patient did t tt ti =23 . auent aid not want to continue (n= " . .
. LmbSlRlete) Lt e Lostto follow-up (n=14) Unstable angina requiring 37 (0.4) 60 (0.6) 0.61(0.41, 0.92)
¢ Other reasons (n=5) ¢ Other reasons (n=10) hospitalization
Ischemia-driven coronary 731 (7.7) 828 (8.8) 0.88 (0.79, 0.97)
TR FETE—— T revascularization procedure
. nciuded in efficacy an S (N= . nciuged in e cyan S (n= . . .
* Received atleast one dose of allocated treatment and * Received at least one dose of allocated treatment and Cong_espve_heart fallure requmng 176 (1 9) 179 (1 9) 098 (079v 120)
included in safety analysis (n=9451) included in safety analysis (n=9443) hospitalization




11 - éLos beneficios a obtener justifican los riesgos y los costes?

Riesgos

Premature discontinuation of treatment (n=1496,
15.8%)
e Adverse event (n=347)

14.2%)

Premature discontinuation of treatment (n=1343, ' ‘ |
¢ Adverse event (n=362)

Costes

NNT (2,8 afos): Q1 238 - Q2 69 —|Q3 43 - Q4 49

Tto durante 2,8 afios = [6.400-16.000 €




Conclusiones

- Alirocumab:

 J 23% LPA:
ola 4 LPA I, MACE independientemente de LDL
o La 4 del MACE por Alirocumab es mayor cuanto mayor es el nivel basal de LPA
o La J LDL sigue siendo principal mecanismo de |, del MACE por el Alirocumab

* Eficiencia en Cuartiles 3 y 4 de niveles basales de LPA (NNT 43-49)



Conclusiones

Limitaciones del estudio:
Medida indirecta LDL

* No respuestas claras a:
o Caracteristicas basales de los grupos de intervencion
o Si ambos grupos fueron tratados del mismo modo

Ensayo ODYSSEY OUTCOMES inicial no fue disefhiado para tratar pacientes con LPA
elevada

- “La reduccion de LPA deberia ser una objetivo terapéutico tras un SCA por ser un
factor prondstico independiente” J

Principal problema: PRECIO
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Graci




