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Proproteine convertase subtilisine/kexine type 9 monoclonal antibodies
eg evolocumab and alirocumab
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PCSK9i and LDL-reduction
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75 mg every 2 weeks
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or 300 mg monthly

Robinson, NEJM 2015




PCSK9i and very low LDL-c-levels without more adverse events

Evolocumab subjects stratified by
minimum achieved LDL-C
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OSLER-studies, Sabatine, NEJM 2015 FOURIER/EBBINGHAUS, Giugliano, Lancet 2017



PCSK9i leading to significant CV-risk reduction
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Evolocumab:
140 mg every 2 weeks
or 420 mg monthly

FOURIER, Sabatine, NEJM 2017

Primary Efficacy Endpoint: MACE
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Alirocumab:

75 mg every 2 weeks

or 150 mg every 2 weeks
or 300 mg monthly

ODYSSEY OUTCOMES, Schwartz, NEJM 2018




“The lower LDL for longer (the earlier you start), the better it is”

for CV-risk reduction
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“The earlier you start to lower LDL agqgressively, the better it is”

for atheroma-volume regression
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with angiographic coronary disease
420 mg evolocumab monthly

on top of HIST

76w follow up

HUYGENS, Nicholls, JACC 2022

CENTRAL ILLUSTRATION: Effects of Intensive Lipid Lowering on Plaque

GLAGOV, Nicholls, JAMA 2016

Change in percent atheroma volume between

baseline and 52-wk follow-up, %

PACMAN

300 patients

150 mg alirocumab every 2 weeks
<24h after PCI for ACS

on top of rosuvastatin 1dd 20 mg
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”"The higher the CV-risk, the more benefit”

Cumulative
incidence of CV
death, Ml, or
stroke

Overall patients
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with prior Ml 35

<2y ago
Time from N=8,402
Qualifying Mi 22yago
N=13,918
22
Number of Prior N=5,285
Mls 1
N=17,047
MVD
Residual N=5,618
Multivessel CAD No MVD
N=16,715

FOURIER-analysis, Sabatine, Circulation 2018



”The higher the CV-risk, the more benefit”

MACE or MALE in Patients with and without PAD
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PCSK9i versus other LDL-lowering therapies
efficacy and costs

HRs of non LDL-C lowering therapies

3-Component
Statins around $50/year

Ezetimibe

Ezetimibe around $50/year

Evolocumab

- PCSKgi around SSOOO/vear
Bempedoic acid around $800/year

*Trial used all-cause mortality rather than CV death tFatal and nonfatal M

Dutch Farmacotherapeutisch Kompas 2023



“Fast first time right”

Optimal guideline-directed medical therapy (GDMT) for LDL-lowering

Cardiovascular risk

assessment
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Treatment
Moderate intensity statin
High intensity statin

High intensity statin plus
ezetimibe

PCSK9 inhibitor
PCSK9 inhibitor plus high intensity statin

PCSK9 inhibitor plus high intensity statin
plus ezetimibe

Average LDL-C reduction
= 30%
= 50%
= 65%
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PCSK9i reimbursement in NL
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Guideline-directed medical thera GDMT
although need for continuation... QD

999 patients from 23 sites in the Netherlands.
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Conclusions and Take home messaqges | of |l

¢ Start with a good CV-risk-stratification with eg U-Prevent calculator based

on CV-lifetime-risk, treatment benefits and patient preferences and
estimate LDL-levels by certain LDL-lowering therapy with eg Lipid Tools

U-Prevent*

Intensified treatment based on:

* Residual 10-year CVD risk
o Lifetime CVD risk and treatment benefit®

e y 054 Lipid T 00! www.lipidtools.com

-
(e.g. colchicine, EPA)

(Class Ilb)




Conclusions and Take home messaqges Il of lll

¢ Start optimal LDL-lowering therapy immediately after a CV-event keeping in
mind that
“The lower LDL for longer (the earlier you start), the better it is”

and

“The higher the CV-risk, the more benefit”
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(= quote for GOLDEN study)

Optimal guideline-directed medical therapy (GDMT)
after ACS or revascularisation




Conclusions and Take home messages Il of lll

® Expanding benefits across the spectrum of cardiovascular disease

also for the use of PCSK9i if necessary

Since 2016 In the near future

PCSK9i reimbursement in NL PCSK9-antibodies reimbursement in NL

if LDL > 1,8mmol/| despite optimal oral if LDL > 1,8mmol/| despite optimal oral LDL-
LDL-lowering (with ezetimibe as obligation) lowering (without ezetimibe as obligation)

and: and:

1) FH »

2) Re-CV-event 1) Very high CV-risk according to the guideline
3) DM2 + CV-event 2) FH

4) CV-event and statin-intolerant




Glimpse into the future

® Do not forget possible PCSK9i in the future

like siRNA inclisiran or maybe oral...

Small Interfering RNA (siRNA)

eg Inclisiran against PCSK9-mRNA (Novartis)
LDL-C reduction
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Oral PCSK9
avemcan  Inhibitor MK-0616
CARDIOLOGY- Efficacy and Safety of the Oral PCSK2 Inhibitor MK-0B16

Phase 2b, Multicenter, International, Double-Blind,
Randomized, Placebo-Controlled Trial

380

PATIENTS

. o

MK-0616 6 MG (N=77), PLACEBO
12 MG (N=76), 18 MG (N=76) (N=75)
OR 30 MG (N=76) DOSE

PRIMARY ENDPOINT

MK-0616 (6 MG, 12 MG, 18 MG AND 30 MG, RESPECTIVELY) v=
PLACEBO: -41.2%, -55.7%, -59.1% AND -60.9% (P<0.001 FOR ALL).
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