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IPCSK9: 7 anos despues...

[Real-life efficacy
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DICTAMEN DE LA COMISION DE USO RACIONAL DE LOS MEDICAMENTOS Y PRODUCTOS SANITARIOS
(CURMP) SOBRE LA INCLUSION EN LA GUIA FARMACOTERAPEUTICA DEL SESPA DE
ALIROCUMAB Y EVOLOCUMAB PARA EL TRATAMIENTO DE LA HIPERCOLESTEROLEMIA

En Prevencion Secundaria:

Para los pacientes mayores de 18 afios de edad que han sufrido un evento aterotrombdtico (ictus
aterotrombadticos. infarto asudo de miacardio v arterionatia neriférica) nrevio v en tratamiento con dosis
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estatinas o contraindicacion y que presentan cLDL por encima de los limites fijados.

> ldentificar al paciente de muy muy alto riesgo fuera de visado:
Que no fuera necesario tratamiento con Ezetimebe.

)

+ EZETIMIBA
LDL > 100 mgdL

ROSUVASTATINA 40 6 ATORVASTATINA 80
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iIPCSK9: Evol

e human variable
* human constant
« repeated dosing possible

Repatha® 140 mg @ oL &/5
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PCSK9 LEVELS
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OCT

Lipid-rich plague Thin-cap fibroatheroma

Biomarcador y FRCV

¥

N

C-LDL elevado Acumulacién Complicacién
causa lesion = de células = Estrias grasas — > Placa fibrosa ——— lesién ruptura
endotelial espumosas

Eventos clinicos
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IVUS: Reduccion de placa

Randomized Controlled Trial > JAMA. 2016 Dec 13;316(22):2373-2384.
doi: 10.1001/jama.2016.16951.

Effect of Evolocumab on Progression of Coronary
Disease in Statin-Treated Patients: The GLAGOV
Randomized Clinical Trial

Randomized Controlled Trial > JAMA. 2022 May 10;327(18):1771-1781.
doi: 10.1001/jama.2022.5218.

Effect of Alirocumab Added to High-Intensity Statin
Therapy on Coronary Atherosclerosis in Patients
With Acute Myocardial Infarction: The PACMAN-AMI
Randomized Clinical Trial
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IVUS: Reduccion de placa

Randomized Controlled Trial > JAMA. 2016 Dec 13;316(22):2373-2384.
doi: 10.1001/jama.2016.16951.

Effect of Evolocumab on Progression of Coronary G I;AG OV
Disease in Statin-Treated Patients: The GLAGOV 1% PAV

Randomized Clinical Trial

Randomized Controlled Trial > JAMA. 2022 May 10;327(18):1771-1781.
doi: 10.1001/jama.2022.5218.

Effect of Alirocumab Added to High-Intensity Statin PACMAN-AMI

Therapy on Coronary Atherosclerosis in Patients 1.2% PAV
With Acute Myocardial Infarction: The PACMAN-AMI
Randomized Clinical Trial
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JAMA Cardiology | Original Investigation

Atherosclerotic Coronary Plaque Regression and Risk
of Adverse Cardiovascular Events
A Systematic Review and Updated Meta-Regression Analysis

IVU

Randomized Controlled Trial
doi: 10.1001/jama.2016.16951.

Effect of Evolocu
Disease in Statin-
Randomized Clini

lulia latan, MD, PhD; Meijiao Guan, PhD; Karin H. Humphries, DSc; Eunice Yeoh, BSc; G. B. John Mancini, MD

La reduccion en el porcentaje de placa arterioesclerotica en un 1%
se asociaba a una reduccion del 25% en la probabilidad de MACE

Association between mean change in PAV and odds of patients Association of between-group differences in PAV and OR of MACEs
with MACEs (log scale)
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OCT: Estabilizacion de placa

Randomized Controlled Trial > JACC Cardiovasc Imaging. 2022 Jul;15(7):1308-1321.
doi: 10.1016/j.jcmg.2022.03.002. Epub 2022 Mar 16.

Effect of Evolocumab on Coronary Plaque Phenotype
and Burden in Statin-Treated Patients Following
Myocardial Infarction

Randomized Controlled Trial > JAMA. 2022 May 10;327(18):1771-1781.
doi: 10.1001/jama.2022.5218.

Effect of Alirocumab Added to High-Intensity Statin
Therapy on Coronary Atherosclerosis in Patients
With Acute Myocardial Infarction: The PACMAN-AMI
Randomized Clinical Trial
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OCT: Estabilizacion de placa

Randomized Controlled Trial > JACC Cardiovasc Imaging. 2022 Jul;15(7):1308-1321. H UYG E N S

doi: 10.1016/j.jcmg.2022.03.002. Epub 2022 Mar 16.

Cambio en el espesor minimo del FCT
Effect of Evolocumab on Coronary Plaque Phenotype

and Burden in Statin-Treated Patients Following
Myocardial Infarction
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OCT: Estabilizacion de placa

PACMAN-AMI

Randomized Controlled Trial > JACC Cardiovasc Imaging. 2022 Jul;15(7):1308-1321.
doi: 10.1016/j.jcmg.2022.03.002. Epub 2022 Mar 16.

Effect of Evolocumab on Coronary Plaque Phenotype 100 4
and Burden in Statin-Treated Patients Following
Myocardial Infarction 4 T oo
62.7
Randomized Controlled Trial > JAMA. 2022 May 10;327(18):1771-1781. 40 4 Difference 29.7

doi: 10.1001/jama.2022.5218.

Effect of Alirocumab Added to High-Intensity Statin
Therapy on Coronary Atherosclerosis in Patients
With Acute Myocardial Infarction: The PACMAN-AMI
Randomized Clinical Trial

(11.8 nI::- 47.6)

33.2

Change in Minimum FCT {um|
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TC coronario

Multicenter Study > Circulation. 2023 May 9;147(19):1436-1443.
doi: 10.1161/CIRCULATIONAHA.122.062557. Epub 2023 Apr 3.

Alirocumab and Coronary Atherosclerosis in
Asymptomatic Patients with Familial
Hypercholesterolemia: The ARCHITECT Study

Multicenter Study > Circ Cardiovasc Imaging. 2024 Jan;17(1):e016206.
doi: 10.1161/CIRCIMAGING.123.016206. Epub 2024 Jan 11.

Characteristics of Coronary Atherosclerosis Related
to Plaque Burden Regression During Treatment With
Alirocumab: The ARCHITECT Study
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TC coronario )

34
33

32 P<0.001
31 30.4
Multicenter Study > Circulation. 2023 May 9:147(19):1436-1443. ;;’ -
doi: 10.1161/CIRCULATIONAHA.122.062557. Epub 2023 Apr 3. 28
. . . Baseline Month 18
Alirocumab and Coronary Atherosclerosis in B Median plaque burden (%)
Asymptomatic Patients with Familial
Hypercholesterolemia: The ARCHITECT Study
Baseline FO"OW-Up

Multicenter Study > Circ Cardiovasc Imaging. 2024 Jan;17(1):e016206.
doi: 10.1161/CIRCIMAGING.123.016206. Epub 2024 Jan 11.

Characteristics of Coronary Atherosclerosis Related
to Plaque Burden Regression During Treatment With
Alirocumab: The ARCHITECT Study

I 451

m Necrotico = Fibro-graso

m Necrético = Fibro-graso = Fibroso [ Calcificado . e
® Fibroso O Calcificado
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¢cPor qué reducen MACE?
Eficacia y Seguridad a largo plazo
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Journal of the American Heart Association g

Volume 12, Issue 18, 19 September 2023 ﬁ::r'tim"
https://doi.org/10.1161/JAHA.122.029216 Association.

RESEARCH LETTERS

Long-Term Efficacy, Safety, and Tolerability of
Alirocumab in 8242 Patients Eligible for 3 to 5
Years of Placebo-Controlled Observation in the

ODYSSEY OUTCOMES Trial
104 —— Alirocumab
Placebo
8_

6 HR 0.81 (95% CI 0.65-1.01);
P=0.06 NNT, =91

Cardiovascular death (%)

0 I I T T
0 1 2 3
Niiiber atHisk Years since randomization
Placebo 4126 4060 3986 3898
Alirocumab 4116 4058 4007 3946

CHD death, MI, ischemic stroke,
UA hospitalization (%)

201 —— Alirocumab
Placebo
14.2%
151
0, — .
HR 0.83 (95% CI1 0.74-0.94); 12.0%
10 - P=0.003 NNT, = 42
5_
0 T Ll T T
0 1 2 3 4
Years since randomization
4126 3854 3646 3471 629
4116 3872 3715 3574 653
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|
s e g u rl d a d Efficacy and Safety of
Alirocumab in Reducing
Lipids and Cardiovascular
Events

LLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLL
Jennifer G. Robinson, M.D., M.P.H., Michel Farnier,
M.D., Ph.D., Michel Krempf, M.D., Jean Bergeron,

» Han demostrado un buen | ;.rerm Efficacy and - 4. fr e oSS ONG T
perﬁl de segu ridad, Safety of Evolocumab in
Patients With Hypercholesterolemia N
comparable a placebo it

Michael J. Koren, MD, Marc S. Sabatine, MD, MPH,” Robert P. Giugliano, MD, SM,” Gisle Langslet, MD, P1D," N Engl | Med 2015; 372:1489-1499
Stephen D. Wiviott, MD,” Andrea Ruzza, MD, PuD,” Yuhui Ma, PuD,” Andrew W. Hamer, MD," DOI: 10.1056/NEJMoal1501031
Scott M. Wasserman, MD,” Frederick J. Raal, MBBC:, MMED, PuD®

COLLEGE OF CARDIOLOGY FOUNDATION. THIS IS AN OPEN ACCESS ARTICLE UNDER

Safety of proprotein convertase subtilisin/kexin 9 inhibitors: a systematic review

and meta-analysis.

Li J, Du H, Wang Y, Aertgeerts B, Guyatt G, Hao Q, Shen Y, Li L, Su N, Delvaux N, Bekkering G, Khan SU,
Riaz IB, Vandvik PO, Su B, Tian H, Li S.

Heart. 2022 Jul 27;108(16):1296-1302. doi: 10.1136/heartjnl-2021-320556.

Conclusions: PCSK9 inhibitors slightly increase the risk of severe injection-site
reaction but not cataracts, gastrointestinal haemorrhage, neurocognitive
events, new-onset diabetes or severe myalgia or muscular pain.
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Journal of the American Heart Association ry

Volume 12, Issue 18, 19 September 2023 i
https://doi.org/10.1161/JAHA.122.029216 Association.

RESEARCH LETTERS

Long-Term Efficacy, Safety, and Tolerability of
Alirocumab in 8242 Patients Eligible for 3 to 5
Years of Placebo-Controlled Observation in the

ODYSSEY OUTCOMES Trial
104 —— Alirocumab
Creatine phosphokinase >10 x ULN g:g W Alirocumab 3 Placebo
M Placebo =
Bilirubin >2 x ULN § %7 5§ 8-
) bl
AST >3 x ULN g
2 6 HR 1.71 (95% CI 1.34-2.17)
ALT >3 x ULN 2
]
Neurocognitive events § 4-
£
Diabetes worsening/complications E —
-
New-onset diabetes fé 21
=
Permanent discontinuation due to AE
0 1 T 1 T
Serious AE 0 1 2 3 4
e Nitiseatfiai Years since randomization
Placebo 4121 3698 3431 3230 608
' y Y y y y Al 4107 4 1 4
0 20 40 60 80 90 irocumab 0 3495 3130 2938 548

Incidence of events (%)
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Circulation z

Volume 146, Issue 15, 11 October 2022; Pages 1109-1119 a:‘:r';'“’“
https://doi.org/10.1161/CIRCULATIONAHA.122.061620 Association.

ORIGINAL RESEARCH ARTICLE

Long-Term Evolocumab in Patients With Established > 8 anos
Atherosclerotic Cardiovascular Disease

25% - Eventos adversos 2,0%+  Reaccidn en el sitio de
¥ 20% - serios x inyeccion
) B
GNJ 15% - 13% 13% N
£ © 1,0% - 0,8%
S 10% - 2 0,7%
[ cC o
g oy < 0,5%
0% 0,0% -
4%+  Eventos relacionados con 4% - Diabetes de nueva
x ., | musculos ¢ ., aparicion
© L] 2,3%
@ . 2,1% 0 -
.c_uu 50 | 1,9% N | 1,8%
®
o >
c c
g 1% gz 1% -
0% - 0% -

B Placebo Phase FOURIER
I Evolocumab Phase FOURIER
[ Evolocumab Phase FOURIER & OLE

Annualized IR

Annualized IR

2,5%
2,0%
1,5%
1,0%

0,5%

0,0% A

1,00% -

0,75% -

0,50% |

0,25% A

0,00% -

Reacciones alérgicas
relacionadas con el
farmaco

1,1% 1,1%

Ictus hemorragico

00005  , 0,000




Association Between Achieved Low-Density Lipoprotein
Cholesterol Levels and Long-Term Cardiovascular and
Safety Outcomes: An Analysis of FOURIER-OLE

Circulation

Volume 147, Issue 16, 18 April 2023; Pages 1192-1203
https://doi.org/10.1161/CIRCULATIONAHA.122.063399

Event probability (%)

Event probability (%)

A CV death, M, stroke, hospital admission for unstable angina

or coronary revascularization

35
30
25
20+
15

104

/

Adjusted P-value <0.0001
HR (95% CI) = 0.82 (0.75-0.90)

CV death, MI or stroke

1 I
0 40

I 1 I
80 120 160
Achieved LDL-C (mg/dL)

25

20

154

10

/

Adjusted P-value <0.0001
HR (95% Cl) = 0.79 (0.71-0.88)

T T
0 40

T T T
80 120 160
Achieved LDL-C (mg/dL)

Achieved LDL-C level, mg/dL

<20 20-<40 40-<55 55—<70 =70 Adjusted P
Safety outcomes (n=1604) (n=2627) (n=1031) (n=486) (n=811) trend
Serious adverse 12.15 12.64 12.65 12.90 12.18 0.88
events (10.34, (10.89, (10.70, (10.63, (10.27,
14.27) 14.67) 14.97) 15.69) 14.43)
Neurocognitive events | 0.50 (0.25, |[0.53(0.28, | 0.53(0.27, |0.30(0.12, |0.43(0.21, [ 0.35
0.98) 1.00) 1.07) 0.73) 0.89)
Cataract-related 0.82(0.47, |[0.87(0.51, |0.91(0.51, |0.33(0.14, |0.64 (0.35, | 0.11
adverse events 1.44) 1.49) 1.62) 0.79) 1.20)
New or progressive 1.83 (1.26— | 1.76 (1.23- | 1.73(1.17— | 1.89(1.21- | 1.36 0.23
malignancy 2.60) 2.50) 2.57) 2.90) (0.89-
2.10)
New-onset diabetes* |0.66 (0.32, |[0.52(0.25, | 0.46 (0.20, |0.45(0.18, |0.43(0.20, {0.13
1.39) 1.05) 1.02) 1.12) 0.95)
Hemorrhagic stroket |0.06 (0.02, |[0.09(0.05, |0.07(0.02, |— 0.06 (0.01, [ 0.55
0.15) 0.17) 0.20) 0.23)
Muscle-related events | 0.67 (0.38, | 0.62(0.36, | 0.69(0.38, |[0.76(0.39, |0.56 (0.30, | 0.84
1.18) 1.07) 1.24) 1.46) 1.05)
Noncardiovascular 1.33(0.87, |1.14(0.76, |1.65(1.07, |2.32(1.46, | 1.49(0.94, | 0.04
death 2.04) 1.71) 2.56) 3.67) 2.36)
All-cause mortality 2.65(1.98, |[2.87(2.20, |3.72(2.77, |4.30(3.10, |3.93(2.92, | 0.0001
3.56) 3.76) 5.00) 5.98) 5.29)
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Registro LIPID-REAL

14 hospitales, 552 pacientes

Edad media 60.2, 79,2% varones y 73,3% enfermedad cardiovascular

92,3% recibian tratamiento con estatinas y 54,1% con ezetimibe

Evolocumab 140 en 318 (56,6%); alirocumab 75 en 229 (40,7%) y alirocumab 150 en 15 (2,7%)

3- ;
81 8
d 8
S & : 1
381 ~ P o=
La mediana de LDLc fue 135 (RIQ 115,0-165,0) mg/dl &, == T e T
y con el tratamiento 57 (RIQ 36,4-83,0). La reduccion sy 8 - '_J_
media de LDLc fue del 54,7% u <115 115-135 135-165 :-165__

[ LDLc (mg/dl) antes del tratamiento[T]LDLc (mg/dl) con el tratamiento
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Efficacy and safety of alirocumab in a real-life
setting in patients with or without familial
hypercholesterolemia: The ODYSSEY APPRISE study

Overall (N=921) M HeFH (n=603) M Non-FH (n=318)

LOL-C HDL-C Hon-

10 - 4.4 4.4 HOL-C Triglycerides
e 0 i A
3§_1n_ 7.2
£ 20 s
o a
% % —30 -
£ E —40 —
23 I
_en- —53.4 =y 69.1%) - media LDL-C basal 30.9%) - moedla LDL-C basal
. . | m
_70- 265 (41.8%) pacidhts Yhnicio de 75mg 49 (17.1%) paciente$ LRHGb de 150mg

tuvieron al menos un incremento de dosis a tuvieron al menos una reduccion de dosis a

: , lirocumab 75 mg Q2W:
alirocumab 150mg Q2W: a , .
. LDL-C se redujogde 127mg/dl a 92mg/dl * LDL se incrementd de 54mg/dl a 77mg/dI
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Efficacy and safety of alirocumab in a real-life
setting in patients with or without familial
hypercholesterolemia: The ODYSSEY APPRISE study

Overall (N=994) M HeFH (n=636) M Non-FH (n=358)

En general, los TEAE comunes
incluyeron nasofaringitis (7,8 %),
mialgia (7,1 %), dolor de cabeza
(6,2 %) e influenza (5,3 %).

Congreso SAG24

Any TEAE

Treatment-emergent
serious AE

TEAESs leading to death

TEAES leading to permanent
treatment discontinuation

10.7% (n=68)
26.0% (n=93)

0.3% (n=2)
0 % (n=0)

3.3% (n=21)
6.7% (n=24)

66.7% (n=424)
80.4% (n=288)

I
0

| | | |
20 40 60 80
Patients (%)
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HEYMANS registry

[La mediana de los niveles de c-LDL

disminuyé en un 58% en los 3 meses
siguientes al inicio del tratamiento

evolocumab

Estas reducciones se mantuvieron a

lo largo de todo el estudio (-58%
desde el valor basal a los 30 meses de
seguimiento)

A los 30 meses de seguimiento, el 92,2%
(921/999) de los pacientes permanecian en
tratamiento con evolocumab

Bamal in= 1771}
Maw 1-3 [n= 1278
e 45 [n= 1071}

Mowm T3 (n= S98)

Man 10132 jn= 927}
Mnx 13-15 jn= &3%)
Mas 1E-10 (n= £33}
Misg T8-21 (n= &30}
Mieg 37-2d in= 3L}

Mipg 3537 (n= J7d}

Mg JB-30 (= 3430 |

163
168
1,63
183
1,73
147

144
148
180
1.63

384

Evolucion de los niveles totales de c-LDL

2

F ! ¢
Mediana {G1=03) de los niveles de c=LDL immoliL}
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“Mini-Conclusiones” iPCSK9

* Reducen un 55-60% el LDLc mantenido en el tiempo

* Reducen un 15-20% MACE

* Reducen volumen placa y la estabilizan

* Son seqguros a largo plazo, tambien LDL-c muy bajo

* LDL>100 con estatina dosis maxima tolerada + ezetimibe

Congreso SAG24 aﬁmm

CARDIOLOGIA
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Dr. Juan Rondan | Hospital Universitario de Cabueries
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