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Kandaki kolesterol seviyeleri cevresel ve diyetle

iligkili etkenlerden daha biiyiik oranda genetik
faktorlerle belirlenmekte olup bu etkilerin daha
u¢ formlari ailesel hiperlipidemi olarak karsimi-
za ¢ikmaktadir. Ailesel hiperlipidemi ¢ok biiyiik
oranda distik dansiteli lipoprotein (LDL) resep-
tor genindeki (PCSK9) veya apoB genlerindeki
fonksiyon kazanimi yada kaybina yol agan mu-
tasyonlara bagli oldugu gosterilmis otozomal do-
minant gegisli bir durumdur (1,2,3,4). Bilindigi
gibi ailesel hiperlipidemi formlar1 ad6lesan do-
nemde baslayan erken ateroskleroz ile yakindan
iliskilidr. Erken tani ve tedavinin kardiyovaskiiler
olaylar1 ve buna bagli erken oliimleri azalttig: bi-
linmektedir (5).

AILESEL HIPERLIPIDEMI TANISI

Tek bir gen mjutasyonuna bagli monozigot form-
lar1 ve daha siklikla birden fazla gen mutasyonu-
na bagl heterozigot formlari ile ailesel hiperli-
pidemi genis spektrumlu bir hastaliktir. Basitce
ozetlemek gerekirse yiiksek LDL kolesterol ve
trigliserid degerleri ile diisiik HDL kolesterol de-
gerlerinin farkli kombinasyonlarinin yada teker
teker goriilebildigi ve bir ¢ok aile tiyesini aym
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veya farkli formlarda etkileyebildigi bir hastalik-
tir. Ailevi kombine hiperlipidemide oldugu gibi
kimi zaman aile bireylerinin lipid parametreleri
birbirinden o kadar farkli olabilmektedir ki bu tiir
durumlarda ailesel hiperlipidemi tanis: atlanabil-
mektedir (6).

Aile bireylerinde erken yasta koroner arter
hastalig1 varhigiyla birlikte apoB >120 mg/dl ve
TG> 133 mg/dl olmas ailevi kombine hiperlipi-
demi olarak tanimlanabilir (7).

Ailesel hiperlipidemi formlari, heterozigot
ailesel hiperkolesterolemi, homozigot ailesel hi-
perkolesterolemi, primer hipertrigliseridemi,
sekonder hipertrigliseridemi ve ailesel kombine
hiperlipidemi olmak iizere bes gesittir. En sik go-
riilen tipleri heterozigot ailesel HPI ve kombine
tip olup en nadir formu primer hipertrigliseride-
midir. Primer hipertrigliseridemide prezentasyon
siklikla pankreatit tablosunda olmaktadir (8).
Ksantalezma ile siklikla prezente olan homozigot
ailesel hiperlipidemide ¢ocuklar dahil diger aile

bireylerinin de taranmasi ihmal edilmemelidir.

Ailesel hiperlipidemi tanisinda anamnez, aile-
de erken yasta goriilen koroner arter hastalig1 sor-
gulamasi, diger risk faktorlerinin detayli sorgusu,
tetkikler ve fizik muayene ile saptanmasi, ipucu
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Ailesel hiperlipidemi tanis1 almis olgularin uz-
man bir takim tarafindan takibi, kadin hastalarda
gerektiginde gebelik zamaninin planlanmasi yada
kontrasepsiyona karar verilmesi konularinin bu
takim tarafindan yapilmasi ¢ok onemlidir ¢iinki
hormonal segeneklerden bazilar1 lipid kontrolii-
nii olumsuz etkileyebilmektedir (24).

2019 ESC Dislipidemi klavuzunda heterozigot
ailesel hiperlipidemi hastalarinin tedavisine yone-
lik 6neriler ve tedavi hedefleri soyle siralanmustir;

» Aterosklerotik kalp hastaligit (ASKH) olan
veya olmayan, ASKH i¢in diger major risk
faktorlerinin eslik ettigi yada etmedigi ailesel
hiperlipidemi olgular1 ¢ok yiiksek risk gru-
bunda kabul edilmeli ve tedavi hedefleri buna
gore belirlenmelidir (class 1/ kanit diizeyi C).

» ASKH ile birlikte ailesel hiperlipidemisi olan
hastalar ¢ok yiiksek risk grubunda olup tedavi
hedefi bazal LDL-K degerinin %50’sine ulag-
mak veya LDL-K<55 mg/dL olmalidir, mono-
terapi ile hedefe ulagilamamasi durumunda
ilagkombinasyonu o6nerilmektedir (class 1/
kanit diizeyi C).

» Ailesel hiperlipidemili yiiksek risk grubunda-
ki hastalarda primer korunmada yine ayni te-
davi hedefleri dustiniilmelidir (class 2a / kanit
diizeyi C).

» Cok yiiksek riskli ailesel hiperlipidemi hasta-
larinda tolere edilebilen maksimum dozdaki
statin + ezetimib kombinasyonuna ragmen
tedavi hedefine ulagilamamasi durumunda bir
PCSK9 inhibitorii ile tedavi onerilmektedir
(class 1/ kanit diizeyi C).

» Ailesel hiperlipidemi tanisi alan ¢ocuklarda
lipid diistiriicti diyet egitimi ve adaptasyonu
saglanmasi ve halen yiiksek seyreden koles-
terol seviyeleri varliginda 8-10 yas araliginda
bir statin ile tedaviye baslanmas: diisiiniilebi-
lir. Tedavi hedefi 10 yas tizerindeki ¢ocuklarda
LDL-K <135 mg/dL olarak belirlenebilir (class
2a/ kanit diizeyi C).

Sonug olarak kolesterol diisiiriicii tedavi aile-
sel hiperlipidemi tanisi konulan hastada miim-
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kiin olan en kisa zamanda yiiksek yogunlukta
statin tedavisiyle veya ¢ogu olguda ezetimib ile
statin kombinasyonu seklinde baslatilmalidir.

Ailesel hiperlipidemi hastalarinda son zaman-
larda daha siklikla kullanilmaya baglanan PCSK9
inhibitolrleri, LDL-K degerlerinde statinle elde
edilen azalmaya ek olarak %60 a varan diisiis sag-
lamaktadir. ki randomize kontrollii calismada
ailesel hiperlipidemisi olmayan ateraosklerotik
kardiyovaskiiler olay yasamis hastalarda klinik
sonlanim noktalarinda yeterli yarar sagladig
gosterilmistir (25,26). Dolayisiyla tolere edilebi-
len maksimum dozda statin + ezetimib kombi-
nasyonuna ragmen hedef LDL degerlerine ula-
silamayan cok yiiksek riskli ailesel hiperlipidemi
olgularinda PCSK9 inhibitori baglanmasi sinif 1
endikasyonla 6nerilmektedir (9). Statinleri tolere
edemeyen ailesel hiperlipidemi hastalarinda da
PCSKO9 inhibitorlerinin kullanimi 6nerilmektedir
(27,28).

PCSK9 inhibitorleri 15 giinde bir veya ayda
bir kez subkutan uygulanan ilaglar olup yarilan-
ma Omiirleri 11 ila 20 giindiir. Ailesel hiperlipi-
demi tedavisinde bempedoik asit oral kullanimi
hakkinda halen faz 2 ve faz 3 caligmalar1 devam
etmektedir.

KAYNAKLAR

1. Krdéhenbiihl S, Pavik-Mezzour I, van Eckardstein A.
Unmet nedds in LDL-C lowering. When statins won’t
do! Drugs. 2016; 76 (12). 1175-1190. Doi: 10, 1007/
540265-016-0613-0.

2. Vogt A. The genetics of familial hypercholesterolemia
and emerging therapies. Appl Clin Genet.2015;8.27-36.
Doi: 10.2147/ TACG.S44315.

3. Cuchel M, Bruckert E, Ginsberg HN, et al. Homozygous
familial hypercholesterolemia: new insights and gui-
dance for clinicians to improve detection and clinical
management. A position papaer from the Concensus
Panel on Familial Hypercholesterolemia of the Euro-
pean Atherosclerosis Society. European Heart Journal.
2014;35(32):2146-2157. Doi. 10.1093/eurheartj/ehu274.

4. Tto MK, Watts GE Challenges in the diagnosis and tre-
atment of homozygous familial hypercholesterolemia.
Drugs. 2015; 75(15): 1715-1724. Doi: 10.1007/s40265-
015-0466-y.

5. Samantha Karr. Epidemiology and management of hy-
perlipidemia. AJMC. 2017;



10.

11.

12.

13.

14.

15.

16.

17.

18.

Global Lipids Genetics Concortium, Willer CJ, Schmidt
EM, Sengupta S, et al. Discovery and refinement of loci
associated with lipid levels. Nat genet. 2013; 45:1274-
1283.

Veerkamp M]J, de Graaf ], Bredie S, et al. Diagnosis of
combined hyperlipidemia based on lipid fenotype exp-
ression in 32 families; results of a 5 year follow up study.
Arterioscler Thromb Vasc Biol. 2002;22;274-282.

Jeremy S, Tracy McCallin, Julian M, et al. Hyperlipi-
demia. Pediatrics in review. 2020;41: 39. Doi:10.1542/
pir.2019-0053.

2019 ESC/EAS Guidelines for the management of dys-
lipidemias: lipid modification to reduce cardiovascu-
lar risk. European Heart Journal. 2020;41:11-188. Doi:
10.1093/eurheart/ehz455.

Defesche CJ, Lansberg PJ, Umans-Eckenhausen MA,
et al. Advance method for the identification of patients
with inherited hypercholesterolemia. Semin Vasc Med.
2004:4;59-65.

World Health Organisation. Human Genetics Program-
me. Familial hypercholesterolemia: report of a second
WHO consultation. WHO/HGN/FH cons/992. Gene-
va: World Health Organisation, 1999.

Risk of fatal coronary heart disease in familial hy-
percholesterolemia. Scientific Steering Committee
on behalf of the Simon Broome Register Group. BMJ
1991;303:893-896.

Reiner Z. Treatment of children with homozygous
familial hypercholesterolemia. Eur ] Prev Cardiol.
2018:25.1095-1097.

Ramyashree T, Manasvi G, Arvind Reddy D, et al. Bem-
pedoic acid and its role in contemporary management
of hyperlipidemia in atherosclerosis. Annals of Medici-
ne. 2022:54:1, 1287-1296.

Perak AM, Ning H, de Ferranti SD, et al. Long-term risk
of atherosclerotic cardiovascular disease in US adults
with the familialhypercholesterolemia phenotype. Cir-
culation. 2016: 134 (1):9-19.

Ibarrerxe D, Rodrigez-BBorjabad C, Feliu A, et al. De-
tecting familial hypercholesterolemia earlier in life by
actively searching for affected children: the DECOPIN
Project. Atherosclerosis. 2018; 278(1): 210-216.
Berberich AJ, Hegele RA. LDL cholesterol: lower, faster,
younger? Lancet Diabetes Endocrinol. 2020;8(1);5-7.
Martin AC, Gidding SS, Wiegman A, et al. Knownsand
unknowns in the care of pediatric familial hypercholes-
terolemia. J Lipid Res. 2017;58(9): 1765-1776.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

Ailesel Hiperlipidemi Tani ve Tedavi Yaklasimlari | 403 -

Bianconi V, Banach M, Pirro M. International Lipid Ex-
pert Panel. Why patients with familial hypercholestero-
lemia are at high cardiovascular risk? Beyond LDL-C
levels. Trends Cardiovasc Med. 2021;31(4):205-215.
Goldberg RB, Chait A. A comprehensive update on the
chylomicronemia syndrome. Front Endocrinol (Lausan-
ne). 2020;11;593931.

Gauder D, stevenson M, Komari N, et al. The burden
of familial chylomicronemia syndrome in Canadian pa-
tients. Lipids Health Dis. 2020;19(1):120.

Williams L, Rhodes KS, Karmally W, et al. Patients and
families living with FCS. Familial chylomicronemia
syndrome: bringing to life dietary recommendations-
throughout the life span. J Clin Lipidol. 2018;12(4):908-
919.

Patel ], Sharma T, Allan C, et al. Use of lifestyle modifi-
cations for management of a patient with severely high
total cholesterol (>14 mmol/L) and triglycerides (>40
mmol/L). J Lifestyle Med. 2021;11(1), 43-46.

Stumpf MAM, Kluthcovsky ACGC, Okamoto JM, et al.
Acute pancreatitis secondary to oral contraceptive-in-
duced hypertriglyceridemia: a case report. Gynecol En-
docrinol. 2018;34(11):930-932.

Sabatine MS, Giugliano RP, Keech AC, et al. FOURIER
Steering Committee and Investigators. Evolocumab and
clinical outcomes in patientswith cardiovascular disea-
se. N Eng ] Med. 2017:376;1713-1722.

Shwartz GG, Steg PG, Szarek M, et al. ODYSSEY OUT-
COMES Committees and Investigators. Alirocumab
and cardiovascular outcomes after acute coronary sy-
ndrome. N Engl ] Med . 2018; 379;2097-2107.
Landmesser U, Chapman M]J, Farnier M, et al. Europe-
an Society of Cardiology (ESC); European Atheroscle-
rosis Society (EAS). ESC/EAS Task Force concensus sta-
tement on proprotein convertase subtilisin / lexin type 9
inhibitors: practical guidance for use in patients at very
high cardiovascular risk. Eur Heart J. 2017:38;2245-
2255.

Ridker PM, Revkin J, Amarenco P, et al. SPIRE Cardio-
vascular Outcome Investigators. Cardiovascular effica-
cy and safety of bococizumab in high risk patients. N
Engl ] Med. 2017;376:1527-1539.



