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Current Dyslipidemia Treatment challenge of cardiovascular
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PCSK?9 Inhibitors in Development

Monoclonal antibodies

Alirocumab

(SAR23B553, REGNT2T)

Evolocumab (AMG 145) Amgen
Bococizumab

(PF-D4290615 MN316)

MPSK 31694 (RGT652) Genentech (Roche)
LY3015014 Lilly

PCSK9 protein binding fragment

Sanofi (Regeneron)

Pfizer (Rinat)

Brastal Myers Squibb/Adnaxrs BMS-BE2476 (Adnectin) Phasa |

PCSK9 synthesis inhibitor/siRNA

Alnylam/The Medicines Co ALN-PCS02 Phase |
Small molecule

Serometrix SX-PCKS Preclinical
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Post-hoc Analysis of Adjudicated
Major Adverse Cardiovascular Events*
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Effect of High Risk Groups an Primary Outcome
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4 Statin Benefit Groups

*+ Clinical ASCVD*

* LDL-C >190 mg/dL, Age >21 years

* Primary prevention — Diabetes: Age 40-75 years, LDL-C 70-189
mg/dL

* Primary prevention - No Diabetes’: 27.5%% 10-year ASCVD risk,
Age 40-75 years, LDL—C 70-189 mg/dL,

“Alherosclerotic CardioVascular Disease
*Requires risk discussion between clinician and patient before statin initiation
£Statin therapy may be considered if risk decision is uncertain after use of ASCVD
risk calculator
These identified statin benefit groups do not imply that other groups
(e.g., those outside the specified age ranges) will not benefitand
should not be treated
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Criteria for ASCVD Risk Categories
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Treatment Goals and Levels to Consider Drug
Therapy According to Risk Category
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BN ODMEFTRDA N N Y A7 &225—30%IEF&®7-, L
MLT0%D Y AT IIFE L TEY  ERY AT ICKTHT ¥
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EThD, BIEDOKE ACC/AHA HA KT A4 137 v & 21k
MAELRIRFICE 2 Z F L _R—=AD N T A T MO HIE
LI A R A U TIRROEREZ S KR LT Rn, KE
@ National Lipid Association {V A7 &% LV GHERY
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Major Emerging Therapies for Dyslipidemia and Residual Risk
1.HDL and/or TG-Based
a. New potent PPAR alpha agonists (e.g. Pemafibrate)
b. CETP Inhibitors (powerfully raise HDL-C and lower
LDL-C): Three trials (Torcetrapib, Dalcetrapib and
Evacetrapib have failed because of increased CV
events or lack of efficacy). Trial with 1 other CETP
Inhibitors (Anecetrapib ) is underway.
. APOLIPOPROTEIN Al-Based
Fukuoka University ApoA-l-mimetic peptide (FAMP) —
ABCA1 dependent, Recombinant apo-Al Milano, Apo
Al mimetic peptides (D-4F, L-4F, Rev. D-4F),
Reconstituted HDL
2. Others

PCSK9 monoclonal antibody synthesis inhibitors
New potent PPAR alpha agonists (e.g. Pemafibrate)
Apo CIlll inhibitors
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Prof. Saku’s Commentary
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