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1815: cholesterol je na svéete

Michel Eugéne Chevreul

1815: lzoloval a purifikoval

sterol ze Zlu¢ovych kamend.

1.

Pouzil nazev ,,cholestero

Louis René Le Canu
(1800 - 1871)

1838: Pritomnost cholesterolu
v lidské krvi
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1852/1854: ateroskleroza jako choroba IIl%[E

Sir Richard Quain
(1816 — 1898)
Irsky lékar

1852: Zaznamenal

depozita tukt v cévach.

Rudolf Ludwig Karl Virchow
(1821 -1902)
némecky lékar a politik

1854: Aterosklerdza popsana jako
nemoc. Ucpani cévy je duisledkem
nadmérnych depozit cholesterolu.
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1885/1890: Liebermann-Burchardova reakce II§+/[E
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Fig. 1. Schematic diagram of apparatus for generation

and collection of SO; in the Liebermann-Burchard reac-
tion

CLIN. CHEM. 20/7, 794-801 (1974)

Mechanisms of the Liebermann-Burchard and Zak
Color Reactions for Cholesterol

R. W. Burke, B. |. Diamondstone, R. A. Velapoldi, and O. Menis
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e 1913: Souvislost mezi cholesterolem
/ oy a aterosklerézou.
* Experimenty na kralicich, které krmil
purifikovanym cholesterolem.

Nikolaj Nikolajevic¢ Anickov
1885 - 1964



Nikolaj Nikolajevi¢ Ani¢kov Hl%[E

AniCckovova kresba lézi
z penovych bunek u kralika
krmeneého 82,79 Cisteho
cholesterolu ve
slunecCnicovém oleji po dobu
139 dnu

N.Anitschkow gez.

V.Anitschkow,Verdrid. d. Kaninchenaorta. Verle

Daniel Steinberg J. Lipid Res. 2004,;45:1583-1593



Nikolaj Nikolajevi¢ Ani¢kov Hﬂﬂ

AniCkovova kresba aorty
(barveno Sudanem)
u kralika krmeného 61
vajecnymi zloutky po dobu
70 dnu

Daniel Steinberg J. Lipid Res. 2004,;45:1583-1593



1918: stanoveni cholesterolu

THE COLORIMETRIC ESTIMATION OF CHOLESTEROL
IN BLOOD, WITH A NOTE ON THE ESTIMATION
OF COPROSTEROL IN FECES.*

By VICTOR C. MYERS anp EMMA L. WARDELL.

(From the Laboratory of Pathological Chemistry, New York Post-Graduate
Medical School and Hospital.)

(Received for publication, August 31, 1918.)
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1948: Framingham Heart Study Lk

 odroku 1948

e 5209 jedinct

* rizikové skore (1.verze)
z roku 1998

Thomas Royle Dawber
1913 - 2005
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1948: Framingham Heart Study

Cohorts Original Cohort Offspring Cohort Third Generation
1948-1953 1971-1975 2002-2005
Variables Men Women Men Women Men Women
N=2336 N=2873 N=2483 N=2641 N=1912 N-=2183
Age, years 44(9) 44(9) 37(21) 36(20) 40o(9) 4o(9)
Current smoking, % 78 41 45 44 19 16
Systolic BP, mm Hg 136(19) 135(24) 126(16) 118(18) 121(23) 113(14)
Drastolic BP, mm Hg 86(12) B4(13) 82(11) 76(10) 78(9) 73(9)
Hypertensive medication, % o o 4 3 10 7
Hypertension, % 45 39 26 13 13 8
BMI.k.g/m2 26.8(3.5) 25.4(4.7) 26.4(3.7) 24.0(4.6) 27.9(4.7) 26.0(6.1)
BMI 230kg/m*®, % 12 15 15 10 26 21
Blood glucose, mg/dl B82(2q) B82(20) 106(16) oo(15) o00(18) 02018
Total cholesterol, mg/dl 221(43) 221(46) 201(q0) 192(39) 193(37) 185(34)
HDL cholesterol, mg /dl 44(12) s56(18) 47(12) 62(20)
Lipid lowering medication, % 1 0.3 11 X
Prevalent CVD, % 4 3 3 % 2 1

Maansg and standard deviations (in parenthesis) of certain variables in the FHS population among the three generation cohorts.
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1949: ultracentrifugace v praxi

ULTRACENTRIFUGAL STUDIES OF LIPOPROTEINS OF
HUMAN SERUM

By JOHN W. GOFMAN, FRANK T. LINDGREN, ano HAROLD ELLIOTT

(From the Division of Medical Physics, Donner Laboratory, University of California,
Berkeley)

(Received for publication, January 21, 1949)




1952: stale Liebermann-Burchardova reakce IKE

The Determination of Cholesterol by the
Liebermann-Burchard Reaction

By A. P. KENNY .
Clinical Laboratories, The Victoria Infirmary of Glasgow

(Recetved 15 April 1952)
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Drzitelé Nobelovych cen

Adolf Otto Reinhold
Windaus (1876 — 1959)

1927: Nobelova cena
za popis struktury
cholesterolu a zlucovych
kyselin

Konrad Emil Bloch Feodor Felix Konrad Lynen
(1912 -2000) (1911 -1979)

1964: Nobelova cena za objasnéni metabolismu
cholesterolu a mastnych kyselin




1971: Fredericksonova klasifikace

Donald Sharp Fredrickson
(1924 - 2002)

IKE

Frederickson Classification of Lipid Disorders

Frederickson

Lipoprotein

phenotype abnormality Typical lipid levels

| Chylomicrons Triglycerides (TG) >99™ percentile

Ila LDL Total cholesterol (TC) >90™ percentile;
Depending upon type, may also see TG and/or
apolipoprotein B 290" percentile

Ilb LDLand VLDL Depending upon type, TC and/or TG 290" percentile and
apolipoprotein B 290" percentile

11 Remnants of VLDL TC and TG 290" percentile

and chylomicrons

v VLDL TC 290" percentile;
Depending upon type, may also see TG >90™ percentile or
low HDL

\ Chylomicrons and VLDL TG >99 percentile

Adapted from Frederickson DS. Ann Intern Med. 1971;75(3):471-472.
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1972: Friedewaldova rovnice IIl%[E

Estimation of the Concentration of Low-Density
Lipoprotein Cholesterol in Plasma, Without
.Use of the Preparative Ultracentrifuge

William T. Friedewald, Robert |. Levy, and Donald S. Fredrickson
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1972: Friedewaldova rovnice 1K

Estimation of the Concentration of Low-Density
Lipoprotein Cholesterol in Plasma, Without
.Use of the Preparative Ultracentrifuge

William T. Friedewald, Robert |. Levy, and Donald S. Fredrickson
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1972: Friedewaldova rovnice

Estimation of the Concentration of Low-Density
Lipoprotein Cholesterol in Plasma, Without
.Use of the Preparative Ultracentrifuge

William T. Friedewald, Robert |. Levy, and Donald S. Fredrickson

Table 1. Mean, Standard Deviation, and Range of
Plasma Lipids and Lipoproteins

Normal (96)c Type Il (208} Type IV (148)

mg/100 mli
Total plasma 189 £33 350 +100 241 + 57 Ultracentrifugace!
cholesterol (166-270) (217-888) (138-436)
Total plasma 13+7 126 = 16 347 + 61
triglyceride (20-184) (25-656) (90-2502)
HDL cholesterol 53 + 13 45 + 13 38+ 11
(29-77) (18-82) (15-748)
LDL cholesterol 122 + 28 291 = 99 135 = 38
(62-185) (173-840) (28-231)
VLDL cholesterol 14 +9 24 + 19 68 + 55
(0-40) (0-78) (6-356)

¢ No. of patients.

500 CLINICAL CHEMISTRY, Vol. 18, No. 6, 1972

Clin Chem, 18, C. 6, 1972, s. 499-502.



1974: enzymové stanoveni cholesterolu IIl%[E

CLIN. CHEM. 20/4, 470-475 (1974)

Enzymatic Determination of Total Serum Cholesterol

Charles C. Allain,' Lucy S. Poon,' Cicely S. G. Chan,’ W. Richmond,? and Paul C. Fu?®



1976: originalni prace Browna a Goldsteina Kk

®

LDL Receptor
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Protein™
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LDL __ ENDO __LYSOSOMAL__  REGULATION OF
BINDING  CYTOSIS  HYDROLYSIS ~ MICROSOMAL ENZYMES

Brown, M. S., and J. L. Goldstein. 1976. Receptor-mediated control of
cholesterol metabolism. Science. 191: 150—-154.
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Nobelova cena pro Browna a Goldsteina

Michael S. Brown Joseph L. Goldstein
*1941 *1940

1985: Nobelova cena za geneticky podklad familiarni
hypercholesterolémie



1976: objev inhibitoru HMGCoA reduktazy 111%}'3

Akira Endo
*1933

Izoloval HMG-CoA reduktazu (Compactin) z houby
Penicillium citrinum.


https://en.wikipedia.org/wiki/File:Jp_endo.jpg

1979: Framingham Heart Study a lipidy

,...A relatively large amount of cholesterol in the low-
density lipoprotein fraction is atherogenic, whereas
that in the high-density fraction appears protective.
The independent contribution of very-low-density
lipoprotein and its triglyceride or cholesterol content
has, on the other hand, not been established.”

Kannel WB, Castelli WP, Gordon T. Cholesterol in the prediction of atherosclerotic disease.
New perspectives based on the Framingham study. Ann Intern Med. 1979 Jan;90(1):85-91.
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Zkracena informace o lécivém pripravku REPATHA

Tento lécivy pripravek podléha dal$imu sledovani. To umoini rychlé ziskani novych informaci o bezpe¢nosti. Zadame zdravotnické pracovniky, aby hlasili jakakoli podezfeni na nezadouci Géinky.

Nazev lécivého pripravku: Repatha 140 mg injekéni roztok v predplnéném peru.

Kvalitativni a kvantitativni sloZeni: Jedno predplnéné pero obsahuje evolocumabum 140 mgv 1 ml roztoku.

Lékova forma: Injekeni roztok.

Terapeutické indikace: Lécba primarni hypercholesterolemie (heterozygotni familidrni a nefamilidrni) nebo smisené dyslipidemie

u dospélych jako pfidavek k dieté a to: 1. v kombinaci se statinem nebo statinem a s dalsimi hypolipidemiky u pacientd, u kterych neni dosazeno cilovych hladin LDL-C maximalni tolerovanou davkou statinu
nebo, 2. v monoterapii nebo v kombinaci s dal$imi hypolipidemiky u pacientd, ktefi netoleruji statin nebo u kterych je statin kontraindikovan. Lé¢ba homozygotni familidrni hypercholesterolemie

v kombinaci s dal$imi hypolipidemiky u dospélych a dospivajicich pacientd ve véku 12 let a starsich.

Ucinek pripravku Repatha na kardiovaskularni morbiditu a mortalitu nebyl dosud stanoven.

Davkovani a zpisob podani: Pripravek Repatha se podavé subkutanné do bficha, stehna nebo do horni oblasti paZe. Pfipravek Repatha je uréeny pro podavani samotnymi pacienty po fadném vyskoleni,
pfipadné vyskolenou osobou k podavani tohoto pfipravku.

Primdrni hypercholesterolemie a smisend dyslipidemie u dospélych: Doporuéena davka je 140 mg 1x za dva tydny nebo 420 mg 1x mésicné. Obé davky jsou klinicky ekvivalentni. Homozygotni familidgrni
hypercholesterolemie u dospélych a dospivajicich pacienti
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420 mg 1x za 2 tydny, aby toto schéma odpovidalo cyklu aferézy.

Kontraindikace: Hypersenzitivita na lécivou latku nebo na kteroukoli pomocnou latku.

2Zvlastni upozornéni a opatieni pro pouiiti: Porucha funkce ledvin: Pacienti s tézkou poruchou funkce ledvin (definovanou jako glomerularni filtrace < 30 ml/min/1,73 m?) nebyli studovani a u této skupiny
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Interakce s jinymi léCivymi pfFipravky a jiné formy interakce: S pfipravkem Repatha nebyly provedené zadné formalini Iékové studie interakci. V klinickych studiich s pfipravkem Repatha byla hodnocena
farmakokineticka interakce mezi statiny a evolokumabem.

Pfi pouZiti kombinace statinu a pfipravku Repatha neni nutna Uprava davky statinu.

Fertilita, téhotenstvi a kojeni: Udaje o podavani pfipravku Repatha téhotnym Zenam jsou omezené nebo nejsou k dispozici. P¥ipravek Repatha Ize v téhotenstvi pouzit pouze tehdy, kdyz klinicky stav zeny
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clovéka.

NeZadouci G¢inky: Nejéastéji hlasené nezadouci Gcinky v hlavnich klinickych kontrolovanych studiich u pacientl s primarni hypercholesterolemii a smiSenou dyslipidemii pfi podavani doporuéenych davek
byly nasopharyngitis (4,8 %), infekce hornich cest dychacich (3,2 %), bolest zad (3,1 %), artralgie (2,2 %), chtipka (2,3 %) a nauzea (2,1 %). Bezpe¢nostni profil u populace pacientd s homozygotni familiarni
hypercholesterolemii odpovidal profilu prokdzanému u populace pacientl s primarni hypercholesterolemii a smisenou dyslipidemii.
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