A Typical Candidate for Apheresis 7?77
Il , 46 yrs., 67kg, Dyslipidemia

06/2005:  Car accident ; Ml requirig resuscitation at 32 yrs
RIVA-PCIA, 2x RIVA stents
Hospitalization : apart from smoking and slightly
elevated LDL-C (<130 /no &ed RF 6 s
rather low blood pressure
Family history : no premature or progressive CVD

07/2005: 3x CABG, | mplantable Cardioverter D efibrillator
for repeated ventricular fibrillation episodes

10/2006: PCI for high grade instent stenosis

01/2007: Presentation to lipidological expertat Charite :
Chol. 3.3 (128); LDL -C 1.31 (50)
TG 0.8 (158) on lipid lowering medication
Simvastatin 40, Ezetimibe 10,

Any Iidea ?77?

Lp(a) 130 -160mg/ dL A Niaspan 3g/die A Lp(a)114 mg




A Typical Candidate for Apheresis 77?7
Il , 46yrs., 67kg,Dyslipidemia

A 05/2007: PCI and stenting (drug -eluting ) of instent stenosis

A 09/2007: First presentation at our clinic :

Chol. 3.3(128); LDL -C1.31(50) ; Lp(a)107 ;
TG 0.8 (158) on  medication
(Simvastatin 40, Ezetimibe 10, Niaspan 3Q)

S-Crea,TSH and serum glucose normal
Relevant carotid plaques , minor plaques In the
peripheral arteries

A Any ldea ?7??

A Genetics for FH negative; ApoE4/4 dysmorphism



Lipoprotein(a) Mass Levels Increase Significantly
According to APOE Genotype
An Analysis of 431239 Patients
Arterioscler Thromb Vasc Biol. 2017:;37:580-588

Patrick M. Moriarty, Stephen A. Varvel, Philip L.S.M. Gordts, Joseph P. McConnell, Sotirios Tsimikas
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Figure 3. Conceptual rendition of the potential role of apoE, low-density lipoprotein receptor (LDLR), LDL-related protein-1 (LRP-1) in the
catabolism of lipoprotein(a) (Lp(a)). ApoE on triglyceride-rich lipoproteins (TRLs) competes with Lp(a) for binding to LDLR and LRP-1 on
hepatocytes. A, ApoE2 is the lower affinity isoform for LDLR and LRP-1, which allow LDL and Lp(a) particles to clear faster. B and

C, Relatively high affinity isoforms, such as apoE4 and apoES3, favor hepatic clearance of TRLs via LDLR and LRP-1 over LDL and Lp(a).
This results in elevated LDL-cholesterol (LDL-C), apoB, and Lp(a) levels. C, ApoE4 partitions preferentially on TRLs and thus generates a

bigger mass of lipoproteins to outcompete Lp(a) binding.



A Typical Candidate for Apheresis 77?7
Il , 46 yrs., 67kg, Dyslipidemia

Initiation of lipoprotein apheresis in 02/2008 for
oisolated 0 hyperlipoproteinemia (a)

Niaspan A Tredaptive A o

Physical activity

Current lab (time -averaged interval values):
LDL -C 1.05 (40); Lp(a) 68 , TG 0.49 (35)

Follow -up: No obvious progression of CHD yet
Plaque stabilization







Lp (a) Apheresis

Approval and reimbursement regulations in Germany

Patients with Lp(a) levels O 6 0 dLrdespite maximum
tolerated medication and 0 n o r ma 4C devels haturally or
as a result of therapeutic intervention)

A EAS/ESCA 050 mgdL ( O 8 petcéntil®
AND

Proof of progressive atherosclerotic CVD
A No definition yet

CVD = cardiovascular disease



There Is a problem
with Lp(a) ?

dp(@)isnotLp( a) O
|




Lipoprotein (@)

Extreme cardiovascular risk in a few
individuals with high levels is not
reflected by data from large cohorts




| ocal

Evaluation

Lp(a) measurement in patients with established CVD and / or diabetes
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= Formular Ambulanz
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Auswertung der Lp(a)-Datenerfassung Ambulanz
Lp(a)-Daten Dr. Kdhler

-

Typ Name geb. Ldlc Lpa Med Cse Med Niko  Erk Diab
Anzahl = 368

(=] 3023328  28.11.1956 0,93 261  Nein Ja Nein
(=] [ 3023237 28.03.1930 1 217] Nein Nein Nein
& LK010 16.10.1950 217 Nein Nein Nein
& NP8764  26.04.1948 3,76 211 Nein Nein Ja
& E}M 07.12.1939 2,7 203| Ja Nein Ja
= NP11868  02.12.1925 3,33 196 [ Nein Nein Nein
& 310697  02.04.1931 1,68 190 Ja Ja Ja
=k 313836 16.03.1947 3,54 186 Ja Nein Nein
(=] NP9934  15.11.1938 173) Nein Nein Ja
& 314885  02.02.1940 3,22 172] Ja Nein Ja
(= 301345  18.02.1937 4,05 172 Nein Nein Nein
& [ NP40 15.01.1929 3,81 166] Nein Nein Nein
(=] 3050651  09.03.1962 1,73 164 Nein Nein Nein
(=] [ 310061  14.02.1939 1,89 162] Nein Nein Nein
& 319315  10.05.1941 2,13 159 Ja Nein Nein
(= 309612 06.01.1943 3,4 156 Ja Nein Nein
& LKO11 06.12.1938 151 | Nein Nein Nein
& [ LK021 28.10.1935 151] Nein Nein Nein
(=] 313358 22.07.1948 5,26 149  Nein Nein Nein
(=] LK001 17.07.1956 138  Nein Nein Nein
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Tsimikas, S. J Am Coll Cardiol. 2017;69(6):692-711.



