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Tansiyonu dogru 6lctyor muyuz?
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Kaplan NM, Victor RG. Kaplan’s Clinical Hypertension. Philadelphia:
Lippincott Williams & Wilkins, 2010. Reprinted with permission.

ingiltere ‘de %60 a yakin dr yanhs élctiyor

Bizde tansiyon yanlis 6lcim orani daha az.
Cuinku tansiyon olculmuyor...

Kilavuzlarda yazan degerler kurallarina gore
Olculmus olanlara gore ilac vb..

Hasta dlcmeden once sigara, yemek vb 1 saat
gecmis olacak, tuvalet ihtiyaci vb olmayacak,
10-20 dk istirahat sonrasi ol¢ulecek...

Mangon gevresi, kol rahatligi, manFonun
havasinin inme hizi ve kortkoff sesleri...



Dogru tansiyon élcmek gereksiz ila¢ kullanimini énler

Tuvalete sikismis teyzede hastanede tansiyon 180/100, evde
120/70 mmHg olabilir

* Dogru tansiyon olgmenin onemi. Genellikle yanhs yliksek bulunan
cok ve gereksiz yere ila¢ yazilabiliyor ve dusuk tansiyonunda
organlara zarar verdigini bilmeliyiz. \

* NAION gozde gorme kaybi=
e (iskemik optik noropati)

. ScienceDirect.com

Nonarteritic anter ior ischemic optic neuro patiy (NAION) and its
experimenta els - ScienceDirect




Hipotansiyondan da korkalim-DMm ve yaslilarda
otoregulasyon bozuldugundan ani diisme ve yikselme olabilir

* Yanlis olcime bagh yanlis daha yuksek bulunan hastaya verilen
gereksiz antihipertansifler hastada ciddi hipotansiyon ve organ
hasari yapabilir

* Hipertansif acillerde aniden tansiyonu 120-130 mmH getirmek
hipoperfiizyona ve ciddi organ iskemisi ve yetersizliklerine yol
acabilmekte (akut bobrek yetersizligi, koroner iskemi, beyinde iskemik
inme vb bulgular, gozde NAION(optik iskemik hasar=korltk)



Hipertansiyon tedavisinde basarili olmak istiyorsaniz hastaya
hipertansiyonun ne kadar ciddi oldugunu anlatmaliyiz

e
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Evidence of HT-mediated organ damage
in vital organs
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Hypertensive Emergency
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Rapid BP reduction with i.v. drugs chosen according to BARKH

Fig.1 Brain. arteries, retina, kidney and/or heart (BARKH)-based lack of BARKH involvement rules out the need for i.v. treatment. BP
algorithm. The algorithm allows a quick identification of the hyper- blood pressure, HELLP haemolysis elevated liver enzymes low plate-



Uyku apneyi soruyor ve
ciddiye aliyor muyuz?

* Sekonder hipertansiyon sebepleri arasinda obezite ve uyku apne igin
anemnezde mutlak sorgulamak
Symptoms of Sleep Apnea

» Sexual dysfunction

« Frequent urination at
night




Anemnezde nelere dikkat ediyoruz?

* Hipertansif hastanin anemnezinde;
* Uyku apne,

* Psodoefedrinli damla ya da tablet, efexor ve cymbalta vb ilaglar,

* Genglerde kokain, enerji icecegi tiiketimi vb madde kullanimi, bazi
bolgelerde meyan koku serbeti vb sorgulanmasi gerekli



Hipertansiyon= Kanser
(HIPERTANSINOMA)

Hic abartili bir benzetme degil

Bir glioblastome multiforme degil ama bir kolon ca kadar tehlikeli
olabilir...



Silent killer neden mi?iste size
komplikasyonlar

_ * Hemorajik stroke (SAK ve
High Blood Pressure intraserebral..)

The Silent Killer * AF ve bu zeminde iskemik inme

* Myokard infarktisu

Heart A ttack * Ani 6lum

 Diyastolik ky
 Periferik arter hastaligi
* Gorme kaybi=Hipertansif retinopati

Vision Loss

* Son dénem bdbrek yetersizligi

* Demans ve kognitif fonksiyonlarda
azalma



Hipertansiyon siniflamasi- bu rakamlar kuralina
gdre Olctlmis tansiyon degerleridir

Table3 Classification of office blood pressure® and definitions of hypertension grade”

Category Systolic (mmHg) Diastolic (mmHg)
Ciptimal =120 and <80

Maormal 120-12% andfar B0-84

High normal 130-13% and/or B5-87
Grade 1 hypertension 140-159 and/ar 50-599
Grade 2 hypertension 160-179 andfor 100-109
Grade 3 hypertension =180 andiar =110
lsolated systolic hypertension” =140 and =50
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Ofis, ev ve holtere gére hipertansiyon

Table 9 Definitions of hypertension according to
office, ambulatory, and home blood pressure levels

Category sSBP DBP
(mmHg) (mmHg)
Office BP* =140 and/or =00

Ambulatory BP

Draytime (or awake) mean =135 and/or =85

Might-time (or asleep) mean =120 and/or =70 %
24 h mean >130 |andior| =80 | &
Home BP mean =135 and/or =85 %




Hipertansiyon tanimlari

Gercek patolojik hipertansiyon (Sustained=Devamli); hem ofisde (HASTANE yada muayenehane)
hemde ev yada holterde tansiyon yuksekligi kriterlerini doldurmus tansiyon

Gercek normal tansiyon; Hem ofisde hemde evde hemde holterde tansiyon normal sinirlarda

Beyaz gomlek hipertansiyonu

e Ofisde tansiyon tanimi aliyor yani 140-90 Ustli ama ev veya holterde tansiyon tanimi almiyor...Sonug;
Hipertansiyon yok....

* Neden hastanede tansiyon ylkseliyor derseniz genelde beyaz gémlekli dr ya da hemsire gormek desek de
aslinda hastane ortami vb etkileri var. Simdi ila¢ yazacak mi?, baska hastalik da bulacak mi anksiyetesi?,
hastaneden kuyruk ve burokrasi ve tuvalet vb bulamamak ve uzun beklemek....hepsi tansiyonu ytksek yapar...

Maskelenmis hipertansiyon
* Burada ise beyaz gomlegin tam tersi olup ofisde tansiyon normal ama evde veya holterde tansiyon yuksek



Hipertansif hastalarda rutin tetkikler-riertansiyon hastasinda

rutin laboratuvarda d vitaminine duydugumuz heyecan kadar proteintiri heyecanida duyuyor muyuz?

* Hemogram

* Aclik glikozu ve HbA1c

* Lipidler

e Sodyum ve potasyum

e Urik asit

* Kreatinin ve GFR

e Karaciger fonksiyon testleri
* |drar tetkiki

* |drarda dipstick ile proteinuri varligi veya SABAH SPOT IDRARDA ideali
albimin/kreatinin orani

* Ekg




Idrar tahlilinde proteiniri varsa énemi

Proteiniirisi olanda ateroskleroz daha yaygin, ciddi endotel hasari yapiyor (hasarl
endotelde tromboz ve ateroksleroz sik olur)

Proteinirisi olan varsa tromboz daha sik (akut Mi, inme veya DVT vb)
Proteiniirinin kendisi nefrotoksik-tubulu-toksik-KBY gidisi hizlandiriyor

Proteintirisi olan DM hastasinda DM suirem 3 yil diye bilse de bu hasta olasi KV
hastalik vb risk yéniinden COK YUKSEK RiSK grubunda bir DM hastasi sayilir

En iyi antiproteiniirik ilag ACE-i ve ARB (KBY ve diyalizlerin 6nemli bir kismi hipertansif
nefroskleroz ve sizin 6nceden vereceginiz ACE-inhib diyalize gidisi onliiyor)



Hipertansiyonda tedavi

High normal BP
BP 130-139/85-89 mmHg

Lifestyle advice

l

Consider drug treatment in
very high risk patients with
CVD, espacially CAD

Grade 1
Hypertension
BP 140-159/90-99 mmHg

l

Lifestyle advice

'

Immediate drug treatment
in high or very high risk
patients with CVD,
renal disease or HMOD

|

Drug treatment in
low moderate risk patients
without CVD, renal disease
or HMOD after
3-6 months of lifestyle
intervention if BP not
controlled

Grade 2
Hypertension
BP 160-179/100-109 mmHg

Lifestyle advice

l

Immediate drug
treatment in all patients

|

Aim for BP control
within 3 months

Grade 3
Hypertension
BP 2180/110 mmHg

Lifestyle advice

;

Immediate drug
treatment in all patients

i

Aim for BP control
within 3 months

*130-139/85-89 (yiiksek normal)

Hedef organ tutulumu
(HOT)varsa ACE-i basta olmak lizere
ilag basla, izole HT ise yasam tarzi
degisikligi (YTD) yeter.

Evre -1
HOT yoksa 3-6 YTD, yine

dismezse ilag ekle. HOT varsa direkt
ilag basla

Evre-2- Direkt ilag¢ basla

Evre -3- Direkt ilag basla



Neden ilk tercihimiz ditretikli plus/fort vb yazan
antihipertansifler oluyor?

* Diurretiklerin gereksiz kullanimi ile artan hiponatremi, hipopotasemi
ve Urik asit ylksekligini ne kadar ciddiye aliyor ve takip icin ilag
sonrasi 2 hafta, sonra 3-4 ay da bir kreatinin, sodyum, potasyum,
urik asit bakiyoruz



Antihipertansif tedavideki basarisizligl en sik sebebi
ilaclarin erken kesilmesi (kotu ila¢c uyuncu)

* Hipertansiyon kanser kadar tehlikeli olabilir, ama ila¢i alir, kilo verir ve
tuzu azaltirsan korkmaniza gerek yok demeli

* {laclarin kullaniminin énemi hastaya vurgulanmali. Bu ilaclarin;

* Bobrege ve karaciger dokunmadigini
« Odem ve 6ksiiriik yaparsa masum oldugunu, ilagi kesince diizelecegi anlatiimal

* ilaglara 1 giin dahi ara verilince rebaund olup hipertansif acil olabilecegi (kafa igi
kanama, akut akciger 6demi vb) anlatiimali



Hipertansiyon tedavisinde basarisizligin en sik
sebebi, ilac uyunc=uyum bozuklugu

* Hedef hipertansiyon ancak hastalarin %30 unda...

e Sebep bu yasta ilac kullanilir mi, bagimlilik yapacak, karaciger ve
bobregimi mahvedecek bunlar..

* Genc hipertansif obezite vb nedeniyle artti ve ila¢ kullanimi genclerde
daha buylk sorun..

* Cok net olarak anlatilirsa tedavide basari sansiniz artar...



Komplike olmamis hipertansiyonda ilk tedavi

Consider monotherapy in

i ' ri ertensi
Inial Secpy ACEi or ARB + CCB or diuretic | |  (oioxaaameenerson
\ very old (=80 years) or frailer patients

Triplesct-?;]bi:ftatinn ACEi or ARB + CCB + diuretic |

Resistant hypertension
Add spironolactone (25-50 mq o.d.)
. or other diuretic, alpha-blocker or beta-blocker

Step 3
Triple combination +
spironolactone or
other drug

Consider referral to a specialist centre
for further investigation

Beta-blockers
Consider beta-blockers at any treatment step, when there is a specific
indication for their use, e.g. heart failure, angina, post-M, atrial fibrillation,
or younger women with, or planning, pregnancy

BESC/ESH 2018




Koroner arter hastasi olanda hipertansiyon tedavisi

Initial th e Consider monotherapy in low risk

nitia erapy o grade 1 hypertension

Misl combastin ACEi or ARB + beta-blocker or CCB (systoric B <S0mmeig) of
or CCB + diuretic or beta-blocker very old (=B0 years) or frailer patients

or beta-blocker + diuretic

Consider initiating therapy

: Step 2 ' - when systolic BP is
1Pill Triple combination Triple combination of above | =130 mmHg in these very
\ J high risk patients with
= l established CVD
: Step 3 L ) _ -
R Triple combination + Resistant hypertension Comaiies refetral 1oa spec it cetre %
spironolactone or Add spironolactone (25-50 mg o0.d.) for further investigation T
other drug \ or other diuretic, alpha-blocker or beta-blocker g
©

Figure 5 Drug treatment strategy for hypertension and coronary artery disease. ACEi = matmsm—mrwﬁm,mzymmhhtm

A e e I R e AU e A B B o e O O o e e R e R S e e I T e R e e R e e A e e D T T



Kalp yetersizligi ve Hipertansiyon ..

ACEi or ARB® + diuretic® (or loop diuretic) +
beta-blocker

1

. ACEi or ARB® + diuretic® (or loop diuretic) +
beta-blocker + MRA®

Initial therapy

Step 2

When antihypertensive therapy is not required in HFrEF, treatment should be precribed according to the ESC Heart Failure Guidelines.*®

DMESC/ESH 28

Figure 7 Drug treatment strategy for hypertension and hear failure with reduced ejection fraction. Do not use non-dihydropyridine

P L Pt o]



Tek tablette 3’|t kombinasyon? Bazen ilac
uyunmu icin iyi bazen hipotansif?

Initial therapy ACEi or ARB + beta-blocker
Dual combination or non-DHP CCB?,
or beta-blocker + CCB

l

Step 2 ACEi or ARB + beta-blocker
Triple combination + DHP CCB or diuretic .
or beta-blocker + DHP CCB + diuretic

Add oral anticoagulation when indicated according to the CHA2DS5:-VASc score, unless contraindicated.

*Routine combination of beta-blockers with non-dihydropyridine CCBs (e.q. verapamil or diltiazem) is not recommended due to a potential
marked reduction in heart rate.

SESC/ESH 2018

Figure 8 Drug treatment strategy for hypertension and atrial fibrillation. ACEi = angiotensin-converting enzyme inhibitor; AF = atrial



llac yan etkilerini anlatiyor muyuz?

e ACE-i oksuiruk
 Amliodipin ayakta 6dem

* Diuretiklerin yan etkilerini
* Hiponatremi-huzursuz, ajite, uykusuz, yorgun, halsizlik

* Hipopotasemi-yorgun, halsiz, kas gui¢suizliigii, solunum gugsuzligii, KABZILIK, aritmiler

* Hiperiurisemi (lirik asit yliksekligi ev GUT belirtileri



Antihipertansif ilaglarin yan etkileri hastalara
anlatiimali ve sorgulanmal

* Cardura ortostatik hipotansiyon
* Beta blokerler adinami ve erektil disfonksiyon
* Verapamil veya diltizem kabizlik

* Aldacton agrili jinekomasti



Di re n GI i h i pe rta n Siy0 n (Tolere edilebilen en ylksek doz Ace-i veya ARB + KKB +dilretik

(indapamid veya klortalidon)

* Psododirencli HT: Hasta ilaglarini diizenli almiyor. Sonrada dliismuyor diye geliyor...

* Uyku-apnea sendromu...

Psodoefedrin (enerji icecekleri, otrivin, iliadin, tylol hot, neurofen cold, aferin vb)aliyor

Efexor veya cymbalta aliyor

Akut koroner iskeminin veya TiA ilk belirtisi* %%

Psodofeokromositoma (yaygin anksiyete bozuklugu)



Direncli sekonder hipertansiyonda énemli bir
sebep; Primer hipertaldosteronizm

 Surrenalde hiperplazi (Surrenal BT ya da MR)

e Kan tetkiki ile
* PRA(plazma renin aktivitesinde azalma)
* PAK (plazma aldosteron konsantrasyonunda artma)
* ARR(aldosteron renin oraninda) artma

« TEDAVI; spironolakton 100 mg 1x1 gibi



Psddofeokromositoma (yaygin anksiyete bozuklugu)

* Diger sekonder hipertansiyon sebepleri (psodoefedrin veya AKS vb)
ekarte edildikten sonra hemen feo vb icin MR/metanefrin istemeden
once hastada anksiyete yapici bir sebep??

* Organik bir sebep yoksa panik atak hipertansiyonu icin en iyi tedavi,
yoksa her gun size tansiyonun yiiksek diye gelir.

* Xanax 0.5 mg 2x1/2 (3 hafta) + Dideral 3x1/2
(3-6 ay) + Cipralex 10 mg 1x1 (6-12) ay



Gebelikte hipertansiyon

* Gebelikte Oncesinde varsa veya *Metildopa, labetalol ve
subklinik organ hasari veya gerekirse KKB (amliodipin,
semptomu varsa 140/90 mmHg nifedipin) oneriliyor
ustui ila¢ oneriliyor

e **ACE-i ve ARB kontrendike
* *Yukaridakiler yoksa gebelikte

150 /95 iistii 6neriliyor . o
* *Gebelikte 170/110 ustu acil

yatis



Aman Dikkat

 Ureme cagindaki kadinlarda cok 6zel proteiniiri veya kalp yetersizligi
vb yoksa (izole HT ise) ilk trcih ACE-i veya ARB olmamal..



Gebede ve lohusada hipertansiyon

8.9.1.6 Hypertension and breastfeeding

All antihypertensive drugs taken by the nursing mother are excreted
into breast milk. Most are present at very low concentrations except
for propranolol and nifedipine, with breast milk concentrations simi-
lar to those in maternal plasma. Reference to prescribing information
in breastfeeding women is important.

Blood pressure post-partum. Post-partum hypertension is common
in the first week. Any drug recommended can be used according to
the hypertension treatment algorithm shown in Figure 4, with the cav-
eats: (i) methyldopa should be avoided because of the risk of post-
partum depression and (ii) consideration should be given to drug
choice in breastfeeding women.




Hipertansif acil disi yiksek tansiyon ataklari

* Kapril cigneme ve dil altina getirme; etkisi 30 dk baslar ve 2 saatte pik
Kapar ve 4-6 saat slirer, pes pese dlismedi diye 30 dk ara ile 3-4 tane
april alip ciddi hipotansiyona giren hasta var

 Kapril verilmezse cardura 4 mg oral (ilk doz senkopa dikkat)

* Kapril vb 1-2 saat sonra (hipertansif acil degilse) eve gidebilir, bu durum
son giinlerde sik oluyor der ise oral amliodipin vb ekleyerek (kaprilden 6
saat sonra ilk dozu al diyerek) kardiologa gitmesini 6nererek
gonderebiliriz

* Ek psodoefedrin vb sormal



Ozellikle hipertansif acillerde ani diistilerden
kacinmali-Kas yapayim derken goz ¢cikarmak

/—-\_\

Rapid BP reduction

History &

§ 2 s | igati
Physical examination nvestigation

Stroke?
or

Target BP:

Neurologlc? > BrainCT ==  hypertensive  Yes 130<SBP<180 mmHg
Symptomss encephalopathy? Consider thrombolysis
Arteries o ECG, Tn, n— Target BP:

Chest Pain?  ===p|maging of aorta ==p syndrome? Yes
& coronary tree

SBP<120 mmHg
Consider Surgery

Hipertansi

(7]
20
% Grade llI/IV (7] ° °
Sovere Betlna Visual _— retinopathy and/or I.IE.I Target BP:
A undosco ;
uncontrolled impairment? s=—p- (s Brain CEI)'\)/ g 'SChaem'C{ Yes g MAP -15%
high BP Headache? he":°";h:3'° E SBP<180 mmHg
stroker
(7]
1= ] e
T (7]
ERN edilmeli
o : ’ d, :
Oligurai, anuria weap.  Schistocytes, == th::m{::rtic Yes =+ MA;"";%‘; BP.ZS%
or hematuria? Platelet count shilcrosnglnpaty e
Heart Dispnoea? T ACS? Target BP: \
Lung and/or Corc;na ! and/or o SBP<180 mmHg
systemic signs T ran:\ acute heart (or MAP < 25%)
of congestion? glograpny failure? Consider PCI

s

Fig.2 The BARKH approach is a simplified symptom-based hier- retina, kidney and/or heart, BP blood pressur ypertensive
archical algorithm that can assist physicians in the management emergency, LDH lactic dehydrogenase, MAP mean arterial pres-
of the patients presenting with suspected HEs and in the treatment sure, SBP systolic BP

if HE is confirmed. See text for the details. BARKH brain. arteries.



Uyku-apne ve Kardiyovaskuler hastaliklar

HFrEF HFpEF

Figure 2 lllustration of the possible interplay between classical cardiovascular risk
factors and cardiac diseases, and the role of O5A.

International Journal of Hypertension
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FiGure 1: Mechanism of hypertension and end organ damage in obstructive sleep apnea. PANS, parasympathetic autonomic nervous system;

Intermittent
nocturnal hypoxemia
and hypercapnia

| lung inflation and
| pulmonary stretch
receptor stimulation:

Intermittent
negative
intrathoracic
pressure

(i) | baroreceptor
sensitivity
(ii) | HR variability
(iii) T BP variability

(i) T chemoreceptor
stimulation

(if) T sympathetic
outflow

(i) T endothelin, | nitric
oxide

(ii) Vasoconstriction and
endothelial dysfunction

(i) T BP, T HR
(ii) Nondipper pattern/

(i) Cerebrovascular
events

(i) Hypertensive

(i) Abrupt cardiac
loading
(ii) LA dilation
(iii) LV hypertrophy
(iv) Arrhythmias
(v) Heart failure

(vi) Nocturnal
cardiovascular
events

RAA, renin-angiotensin-aldosterone; EDS, excessive daytime sleepiness; LV, left ventricular; LA, left atrial.
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Hypertension in a young boy: an energy drink effect.

Usman Aﬂ, Jawaid A.

® Author information

Abstract

BACKGROUND: Use of energy drinks has significantly increased in recent times. Besides athletes, teenagers and students are among the

maost common consumers. However, popularity is also increasing among the younger and older age groups. Maost of the users believe that
they are a good source of instant energy and are unaware of its high Caffeine content resulting in harmful effects on health.

CASE PRESENTATION: We report the case of a young boy who presented with palpitations and high blood pressure as a result of energy
drinks usage. He had been consuming a "Sting” energy drink on regular basis while studying for long hours during his O’ level Exams. His

medical examination revealed Sinus tachycardia and high blood pressure. Rest of the examination and lab workup was within normal limits.

His pulse and blood pressure returned to normal range after discontinuing Sting usage.

CONCLUSION: Several studies have reported numerous health hazards including cardiac effects associated with energy drinks. Waming
labeling should be done on these drinks regulating the content of Caffeine and its harmful effects on health

PMID: 23106965 PMCID: PMC3507669 DOI: 10.1186/1756-0500-5-591

[Indexed for MEDLINE]  Free PMC Article

SIGNS AND THEIR EFFECTS ON THE BODY

Once overdose symptoms start becoming visible, then it is recommended
that medical attention be sought after immediately. Some of the more
common symptoms that individuals are urged to be on the loockout for are

While there is help to be found after coca

e YIMpPIoms start 1o
etting help before that happens i

become visible, s the better choice

6
# Author information

Abstract

INTRODUCTION: Cocaine abuse is a major worldwide health problem. Patients with acute cocaine toxicity presenting to the emergency
department may require urgent treatment for tachycardia, dysrhythmia, hypertension, and coronary vasospasm, leading to pathological
sequelae such as acute coronary syndrome, stroke, and death.

OBJECTIVE: The objective of this study is to review the current evidence for pharmacological treatment of cardiovascular toxicity resulting
from cocaine abuse.

METHODS: MEDLINE, PsycINFO, Database of Abstracts of Reviews of Effects (DARE), OpenGrey, Google Scholar, and the Cochrane
Library were searched from inception to November 2015. Articles on pharmacological treatment involving human subjects and cocaine were
selected and reviewed. Evidence was graded using Oxford Centre for Evidence-Based Medicine guidelines. Treatment recommendations
were compared fo current American College of Cardiology/American Heart Association guidelines. Special attention was given to adverse
drug events or treatment failure. The search resulted in 2376 articles with 120 eligible involving 2358 human subjects. Benzodiazepines and
other GABA-active agents: There were five high-quality (CEBM Level I/ll) studies, three retrospective (Level lll), and 25 case series/reports
(Level IVN/) supporting the use of benzodiazepines and other GABA-active agents in 234 subjects with eight treatment failures.
Benzodiazepines may not always effectively mitigate tachycardia, hypertension, and vasospasm from cocaine toxicity. Calcium channel
blockers: There were seven Level l/ll, one Level lll, and seven Level IV/V studies involving 107 subjects and one treatment failure. Calcium
channel blockers may decrease hypertension and coronary vasospasm, but not necessarily tachycardia. Nitric oxide-mediated vasodilators:
There were six Level I/ll, one Level lll, and 25 Level IV/V studies conducted in 246 subjects with 11 treatment failures and two adverse drug
events. Nitroglycerin may lead to severe hypotension and reflex tachycardia. Alpha-adrenoceptor blocking drugs: There were two Level |
studies and three case reports. Alpha-1 blockers may improve hypertension and vasospasm, but not tachycardia, although evidence is
limited. Alpha-2-adrenoceptor agonists: There were two high-quality studies and one case report detailing the successful use of
dexmedetomidine. Beta-blockers and B/a-blockers: There were nine Level lVll, seven Level |, and 34 Level IV/V studies of B-blockers, with

4744 cvhincte cnvunn adunren dAriin cunnte and thran fraatmant failiirne Ka acdvnren nunnte wnrn ronadnd far iien of namhbinad Ric hlnekare



Psodoefedrin ve 6lim...kokain ve 6lim...redbull ve 6lim...
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Hiperlipidemi tedavisi

ESC 2019-dislipidemi kilavuzu



Sorunlar

* Primer korumayi birakalim sekonder koruma (bilinen stent/bypass/Mi/inme/periferik arter
hasta vb aterosklerotik KV hastaligi olan hastalarin neredeyse yarisi yazilan statini almiyor.

 Statinler karacigerime dokunuyor, demans, unutkanlik veya cisnsel disfonksiyon yapiyor diye
kesen kesene....

. ('5ncbelikle statin acil ve mutlaka ve 6miir boyu almasi gereken bu sekonder KV hastaligi olan
gruba

e 1-Statin kullaniminin 6nemi anlatilmali,
e 2-Yan etki az denilmeli,
* 3-Kolesteroliin ne kadar bas belasi oldugu ve damari tikadigi anlatilmali,

* 4-100 derece fayda verip 2 derece zarar verdigi anlatilmali ve pleotropik etkilerinden (bir tasla 5
kus vurdugumuz) bahsedilmeli



Sorunlar

* Statin aliyor ve 3 ay sonra kolesterol normale gelince kesiyor...Ve tekrar
yukselecegini bilmiyor.

* Kolesteroliimiiziin %70-80"1 endojen yapilir, vejeteryanda olsaniz ailesel
gecis varsa yine hiperkolesetrolemi ola ilirsiniz

e Kas agrisi yapiyor diye kesilen var

e Statin dusuk doz verilip ila¢i aliyor duygusuna kapilmak. Hedef degerleri
onemsememek. Stent ya da by Fass var, 10 mg atorvastatin aliyor ve LDL
hala 130 ve ustu (|deaI| 5 mg/dl alti). MAKSIMUM DOZA CIKMA
HEYECANI YOK



Ik tercih statinler olmals

* Hiperlipidemi tedavisinin Messi ya da
Ronaldosu STATINLERDIR.
Gerektiginde maksimum doza
cikilmali

 Statin maksimum doza ragmen yetmez
ise ek olarak ezetimib eklenebilir

 Statin ve ezetimibe ragmen yine hedef
kolesterol degerlerine ulasilamazsa
PCSK9 inhibitorleri (proprotein
covertase subtilisin/kexin type 9
inhibitorleri; alirocumab ve
evolocumab vb) eklenebilir




Ozellikle sekonder koruma grubunda LDL 55 mg/dI Ustii ve
primer korumanin ¢ok yuksek risk grubuna LDL 70 ve Usti
mutlaka statin verilmeli

e Akut Mi doneminde LDL bakilmaksizin hemen hastaya statin yuksek
doz verilmeli (amac pleotropik etki)

* Pleotropik etki (ila¢ ana etkisi disinda ek diger olumlu etkileri)

* Statinlerin pleotropik etkisi
* Antitrombotik
e Antiinflamatuar (CRP diistiriicii)
* Antiendotelyal disfonskiyon diizeltici



Hedef kolesterol diizeyi ve ila¢ baslama
endikasyonunu belirleyen 10 yilda
beklenen KV bir olay (M, inme vb) gelisme
riski hesaplanmali

Table 4 Cardiovascular risk categories

People with any of the following:

Documented ASCWD, either clinical or unequivocal
on imaging. Documented ASCWVD includes previous
ACS (Ml or unstable angina), stable angina, coronary
revascularization (PCI, CABG, and other arterial
revascularization procedures), stroke and TIA, and
peripheral arterial disease. Unequivocally docu-
mented ASCWVD on imaging includes those findings
that are known to be predictive of clinical events,
such as significant plaque on coronary angiography
or CT scan (multivessel coronary disease with two
major epicardial arteries having >50% stenosis), or
on carotid ultrasound.

DM with target organ damage,” or at least three major
risk factors, or early onset of T1DM of long duration
(=20 years).

Severe CKD (eGFR =30 mL/min/1.73 mz).

A calculated SCORE =10% for 10-year risk of fatal
cvD.

FH with ASCWVD or with another major risk factor.

People with:

Markedly elevated single risk factors, in particular TC
=8 mmol/L (=310 mg/dL), LDL-C >4.9 mmol/L
(=120 mg/dL), or BP =180/110 mmHg.

Patients with FH without other major risk factors.

Patients with DM without target organ damage,” with DM
duration =10 years or another additional risk factor.

Moderate CKD (eGFR 3059 mL/min/1.73 m3).

A calculated SCORE =5% and <10% for 10-year risk
of fatal CVD.

Moderate-risk Young patients (T 1DM <35 years; T2DM <50 years)
with DM duration <10 years, without other risk fac-
tors. Calculated SCORE =1 25 and <5% for 10-year
risk of fatal CVD.

Low-risk Calculated SCORE <1% for 10-year risk of fatal CVD.

QESC2019

* Cok yuksek KV risk grubunda olanlar
* Bilinen Mi, stent, bypass, statble

angina,PAH, karotis darlik, inme gecirenler

Ya da kesinlesmis ve gosterilmis 6rnegin
koroner anjio ile 1 damarda en az %50 ve
ustu darlik veya koroner BT anjioda en az
2 damarda %50 ve ustl darlik veya
karotisde anlamli darlik saptanmissa

Ya da retinopati/proteiniri vb organ
tutulumu olan DM veya en az 3 major risk
faktori ile beraber olan DM veya erken
baslangicli ve 20 yili asmis tip 1 DM

Ya da ciddi bobrek yetersizligi olan hasta
(GFR 30’un alti)

SCORE risk indeksi %10 ve Ustu ise



Hedef kolesterol diizeyi ve ilag baglama ~ * YUkseII: KV risk E:ull(ound':\ :)Ianlar (

i i * Tek major risk faktorii belirgin var ise (TK 310
endikasyonunu belirleyen 10 yilda veya LDL 190 istii veya TA180/110 mmHG
beklenen KV bir olay (MI, inme vb) gelisme istii

riski hesaplanmali , , ,
* Tek basina ailesel hiperkolesterolemi varsa

Table 4 Cardiovascular risk categories

People with any of the following * DM olup hedef organ tutulumu olmayan ve
Documented ASCWD, either clinical or unequivocal > % :
on imaging. Documented ASCWVD includes previous GOk yu kSEk rISk gru bu d ISI nda ka Ia nla r
ACS (Ml or unstable angina), stable angina, coronary
revascularization (PCI, CABG, and other arterial
revascularization procedures), stroke and TIA, and
peripheral arterial disease. Unequivocally docu- L4 G F R 30—59 a ra SI K BY h a Sta I a rl
mented ASCWVD on imaging includes those findings
that are known to be predictive of clinical events,
such as significant plaque on coronary angiography
or CT scan (multivessel coronary disease with two ° SCO RE H k (y 5 10 I I
major epicardial arteries having >50% stenosis), or rls puanl 0J-= aras' o an ar
on carotid ultrasound. o
DM with target organ damage,” or at least three major KV d d k b d I I
risk factors, or early onset of T1DM of long duration ¢ O rta e rece e rIS gru u n a o a n a r
(=20 years). - .
Severe CKD (eGFR <30 mi/miny1.73 m. * 35 yas alti tip 1 Dm veya 50 yas alti tip 2 Dm

A calculated SCORE =10% for 10-year risk of fatal

o. var ama DM siiresi 10 yildan az olan ve ek
SRS st benionislcfotar. major risk faktorii olmayan DM hastalar

People with:

Markedly elevated single risk factors, in particular TC
=8 mmol/L (=310 mg/dL), LDL-C >4.9 mmol/L
(=120 mg/dL), or BP =180/110 mmHg.

Bt St A e it e e e Pt e SCORE risk indeksi %1-5 puan arasinda olanlar

Patients with DM without target organ damage,” with DM

duration =10 years or another additional risk factor. PY D > > k KV H k b d I I
Moderate CKD (eGFR 30—59 mL/min/1.73 m?). usu rls gru un a o an ar
A calculated SCORE =5% and <10% for 10-year risk

of fatal CVD.
Moderate-risk Young patients (T 1DM <35 years; T2DM <50 years)

with DM duration <10 years, without other risk fac- [ ] SCORE risk puanl %1’in altl olanlar

tors. Calculated SCORE =1 25 and <5% for 10-year
risk of fatal CWVD.
Low-risk Calculated SCORE <1% for 10-year risk of fatal CVD.
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Heart Risk Calculator

[—=—__ ( _ SCORE 2/SCORE OP

; > = - Age (years) 52
el ¢ 4 Gender Male

O Female

disease or stroke using the ASCVD
algorithm published in 2013 ACC/AHA
Guideline on the Assessment of

Race O African American
® Other This calculator assumes that you have not had a prior
heart attack or stroke. If you have, generally it is
<1 » low-risk Total cholesterol (mgldL) 240 recommended that you discuss with your doctor about

starting aspirin and a statin. Furthermore, if you have an
LDL-cholesterol (bad cholesterol) greater than 190, it is

HDL cholesterol (mg/dL) 50 also generally recommended that you discuss with your
doctor about starting aspirin and a statin

Systolic blood pressure (mmHg) 125 Unfortunately, there is insufficient data to reliably predict
risk for those less than 40 years of age or greater than 79
years of age and for those with total cholesterol greater
Diastolic blood pressure (mmHg) 80 than 320
. UPDATE (11/21/17) — The ACC/AHA has released their
cl = n lb Treated for high blood pressure O No 917 ¢ vention. Detection; Ev
® Yes an t of High Blood P in A Ata
high level, the new guidelines redefine hypertension as
> 1to <5, or Diabetes No blood pressure >130/80 and recommend starting anti-

hypertensives based on ASCVD risk score of >10%. This
will be a significant change from JNC-8. Please let us
Kknow if you would like us to incorporate the new

idelines into com by this 1
O Yes question surve:

O Yes

Choose your risk calculator category moderate risk
(see Table 4)

Smoker  ® No

y

UPDATE (6/30/16) -- The calculator has been vetted
Calculate against the final guidelines from the USPSTF for initiating

aspirin therapy.

o  s—
ooo ooo

coifz) coP Class"/Level®

Up to 10 year Lifetime >5 to <10, or |

UPDATE (9/18/15) -- The calculator now also
incorporates draft guic

risk calculators risk calculators high-risk
(see Table 4)

Why UpToDate? Product Editorial Subscription Options

Get help for using calculator and applicatior

oo R @, Medical Professional (I Resident, Fellow, or Student (@ Hospital or Institution  £2 Group Practice

b

£ Patient or Caregiver

Class"/Level®
=10, or at
very-high

Calculator: Cardiovascular risk assessment (10-year, men: Patient education)

Py

risk due Input
. . " to a risk condi- Age 53 | [yr ~|
Find the right How to use this . cystolic biaod pressure g =
calculator application SN BRI S .
(’“ Tab“ ‘) HDL cholesterol 49 mg/dL ~|

On blood pressure medication  No (1.93303) ~
Class®/Level” ‘

Cigarette smoker No (0) |

s.cond.ry Very-hlgh-rlsk Diabetes present  No (0) v/
prevention

Results

All risk calculators P




SCORE Cardiovascular Risk Chart
10-year risk of fatal CVD

High-risk regions of Europe

WOMEN [ MEN |

[ Non-smoker || Smoker | Age | Non-smoker |[  Smoker

| Systolic blood pressure (mmHg) I

T

Total cholesterol (mmol/L)

| B 4% 5o P on

fioure | Swstematic Cornnary Risk Fstimation chart for Furanean nonulations at hish cardiovascular disease risk The 10-vear risk of fatal cardiovasen

©ESC 2019

SCORE Cardiovascular Risk Chart
10-year risk of fatal C¥D
Low-risk regions of Europe
WOMEN [ MEN ]
| Non-smoker || smoker | Age | Noi ker || Smoker |
4 4 .
W 3 3 4 4
0 3
] 1o
F| wo
E 160
g 10
120
H
£l wo
§ 160
21 o
= 120
8
&| w0
L | o
1o
120
160 3 3
160
40
120
4 5 6 7 4 5 & 7T
| Total cholesteral (mmol/L) | E
Woas | o oo oo g
Figure 1 5y Caronary Risk Estimation chart for Eurcpean populations at low cardiovasoudar disease risk. The 10-year risk of fatal cardiovascular

disease in populations at low cardiovascular disease risk based on the following risk factors: age, gender, smoking, systalic blood pressure, and total choles-
terol To convert the risk of fatal cardicvasoslar disease to risk of toml (fatal + non-faral) cardiovascular disease, multiply by 3 in men and by 4 in women,
and slightly less in older pecple. Mote: the Systematic Coronary Risk Estimation chart is for use in people without overt cardiovascular disease, diabetes
{rype 1 and 2), chronic kidney disease, familial hypercholesterclaemia, or very high levels of indridual risk factors because such peaple are already at high-
risk and need intensive risk factor management. Cholesterol 1 mmallL=3867 mg/dL. The SCORE risk charts presentad above differ slightly from those in
the 2016 European Saciety of Cardicloev/Eurapean Atherosclerasis Society Guidelines for the of dysli ias and the 2016 Furooean




Sekonder koruma grubuna LDL degeri ne olursa olsun hemen

statin basla (LDL 55 mg/d| alti olsa da; pleotropik etki)

Table 5
terol levels

Primary

prevention

Secondary
prevention

Total CV risk
(SCORE) %

=1, low-risk

Class*/Level”
=1 to <5, or
moderate risk
(see Table 4)

Class*/Level®”
=5 to <10, or
high-risk
(see Table 4)

Class?/Level”
=10, or at
very-high

rislk due

to a risk condi-
tion

(see Table 4)
Class®/Level”
Very-high-risk

Class®/Level®

Untreated LDL-C levels
<1.4 mmol/L
(55 mg/dL)

HNass

Lifestyle inter-
wvention, con-
sider adding
drug if

uncontrolled
IadA

= =

1.4 to <1.8
mmol/L (55
to <70 mg/dL)

Tlarls

Lifestyle inter-
wvention, con-
sider adding
drug if
uncontrolled

lasA

Lifestyle inter
vention and
concomitant
drug

intervention

wc
wc

1.8 to <2.6
mmol/L (70
to <100 mg/dL)

Hals

Lifestyle inter
vention, con-
sider adding
drug if

uncontrolled
HalA
Lifestyle inter-
vention and
concomitant
drug
intervention

Lifestyle inter-
vention and
concomitant
drug

intervention

2.6 to <3.0
mmol/L (100
to <116 mg/dL)

|V

Lifestyle inter-
wvention, con-
sider adding
drug if
uncontrolled
lasA

Lifestyle inter

vention and con-

comitant drug
intervention

Lifestyle inter

vention and con-

comitant drug
intervention

Lifestyle inter

vention and con-

comitant drug

intervention

3.0 to <4.9
mmol/L (116 to
<190 mg/dL)
Lifestyle inter-
wention, con-
sider adding
drug if
uncontrolled
[IETFEN

Lifestyle inter-
wention, con-
sider adding
drug if
uncontrolled
llasA

Lifestyle inter-
vention and
concomitant
drug

intervention

Lifestyle inter-
vention and
concomitant
drug
intervention

Lifestyle inter-
wvention and

concomitant

drug

intervention

Intervention strategies as a function of total cardiovascular risk and untreated low-density lipoprotein choles-

=>4.9 mmol/L
(=190 mgidL)

Lifestyle inter-

vention and
concomitant
drug
intervention
Hala

Lifestyle inter-
vention and

concomitant

drug

intervention
Ha/A

Lifestyle inter-
vention and

concomitant
drug

intervention

Lifestyle inter-
vention and
concomitant
drug
intervention

Lifestyle inter-
vention and
concomitant
drug

intervention

BESC2019



Primer korumanin ¢ok yuksek risk grubunda ise ne zaman statin?

Tablad slnterventiurj strategies as a function of total cardiovascular risk and untreated low-density lipoprotein choles- PY Ba Z .a I 5 5 m. / d I a It I O I d u é u S u r e C e
e L e e e o ise ilac verilmez, sadece YTD

(55 mg/dL) mmolL (55 mmol/L (70 mmol/L (100 mmolL (116 to  (>190 mg/dL)

J o [ e \J e .e o e
to<70mg/dL) to<100mg/dL) to<116 mg/dL) <190 mg/dL) k I I I O n e r I I I r
Primary <1, low-risk Lifestyle inter-  FRIEHUERTTEIS (ya §a m ta rZ I d e g I § I g []
prevention vention, con- vention and
sider adding concomitant
drug if drug
uncontrolled intervention
Class*/Level®  I/C c Irc uc lla/A lla/A
o0 o0 [
>1to <5, or Lifestyle inter- Lifestyle inter-  ERICHGUERN TS [ L D L 7 0 m /d I u St u h e m e n I Ia c
moderate risk vention, con- vention, con- vention and
(see Table 4) sider adding sider adding concomitant [
statin baslanir
uncontrolled uncontrolled intervention *
Class®Level®  I/C wc lla/A lla/A lla/A lla/A
>5to <10, or Lifestyle inter-  NRICHWY LIS Lifestyle inter- Lifestyle inter-
high-risk vention, con- vention and con- | vention and vention and
(see Table 4) sider adding comitant drug concomitant concomitant
drug if intervention drug drug [ .
uncontrolled intervention intervention o B a Za I 5 5 - 70 m g a ra S I I S e 3 ay I I a
Class*/Level®  lla/A lla/A lla/A A VA VA
J e [ [} .
>10, orat [Ki ROV EYITTT Ol Lifestyle inter- | Lifestyle inter- Lifestyle inter- | Lifestyle inter- Ve r m e d e n a a m t a r Z I d e I I k | I I
very-high vention, con- vention and vention and con- | vention and vention and
risk due sider adding concomitant comitant drug concomitant concomitant ° M ’ °
to a risk condi- drug if drug intervention drug drug §a n S I Ve rI I e I I r Ve 5 5 I n a t I n a

tion uncontrolled intervention intervention intervention

o e — ——— duserse sadece YTD devam, ama
e e el e el YTD ragmen 55 lstli olursa statin
eklenir

drug if drug drug intervention drug drug

©ESC2019

uncontrolled  FUTTTEERTITT intervention intervention intervention
Class*/Level®  lla/A A IFA /A /A VA



Sekonder koruma icin (MI/STENT vb) veya primer korunma agisindan cok

yuksek risk grubunda olanlarda

e Newkesbedconcepts

More intensive reduction of LDL-C across CV risk categories

o For secondary prevention in very-high-risk patients, an LDL-C reduction of >50% from baseline and an LDL-C goal of <1.4 mmol/L (<55 mg/dL) are recommended
o For patients with ASCVD e a second vascular event within 2 years (not necessarily of the same type as the first event) while taking maximally toler-

ated statin therapy, an LOL-C goal of <10 mmol/L (<40 mg/dL) may be considered.

¢ In primary prevention, for individuals at very-high risk but without FH, an LDL-C reduction of >50% from baseline and an LDL-C goal of <1.4 mmol/L
(<55 mgfdL) are recommended. For individuals at very-high risk (that is, with another risk factor but without ASCVD), in primary prevention the same
goals for LDL-C lowering should be considered.

® For patients at high risk, an LDL-C reduction of 250%rom baseline and an LDL-C goal of <1.8 mmcUlﬂLngde} are recommended.

o For individuals at moderate risk, an LDL-C goal of <2.6 mmol/L (<100 mg/dL) should be considered.

e aaa

® For individuals at low risk, an LDL-C goal of <3.0 mmol/L (<116 mg/dL) may be considered.

The rationale for the revised, lower LDL-C goals across CV risk categories is discussed, based on a critical synthesis of available evidence

from lipid-modifying interventions resulting in reductions in CV risk.
Pharmacological LDL-C-lowering strategies

The section on pharmacological strategies to lower LDL-C emphasizes the concept that the absolute LDL-C reduction (determined by pre-treatment LDL-
C levels and the LDL-lowering efficacy of the medications) dictates the relative risk reduction, which in turn—depending on the baseline CV risk—defines

the associated absolute CV risk reduction in individual patients.
Risk classification in patients with FH

Patients with FH and ASCVD, or another major risk factor, are classified as very-high-risk, and those without known ASCVD and without other risk factors
as high-risk. Recommended treatment goals are defined accordingly.

Adverse effects of statins

The distinction between formal statin myopathy vs. so-called statin-associated muscle symptoms is emphasized, and the discordance in reported frequency

of symptoms in RCTs vs. observational studies are critically discussed on the basis of new relevant evidence.

1-Statin yiiksek doz basla (atorvastatin
40-80 mg 1x1 veya rosuvastatin 20-40 mg
1x1) 2-3 ay sonra hala hedef LDL'ye
ulasilmamissa statine ezetimib ekle ve 2-3
ay sonra ile LDL kolesterole tekrar
bakmali ve yine ulasilmazsa 3.ek ilag
olarak PCSK9 inhibitorleri eklenmeli

2- Hedef LDL; bazale gore %50 ve lizerinde
azaltilmasi ve 55 mg/dl altina indirilmeli.

Ornekler

Vaka-1; Bazal LDL 180 mg/dl ise hedef %50
azaltilmasi durumunda 90 mg7dl
olaca%mdan daha da distrmek ve 55
mg/dl olmasi hedeflenmeli

Vaka-2;Bazal 80 mg/dl ise hedef 55 mg/dI
alti degil bu kez %50 azaltmak olmali yani
40 mg/Dl altina diistrilmeli

Kisacasi bazal LDL 110 mg/dl ve Ustii ise
55 m%/dl alti, bazal 110 alti ise %50 kurali
gecerli olmali



Yuksek risk grubunda olanlarda hedef LDL ne olmali?

Bu grup sekonder koruma degil primer koruma grubudur. Sekonder koruma otomatik olarak

cok yuksek gruba girer

N

More intensive reduction of LDL-C across CV risk categories

# Forsecondary prevention in very-high-risk patients, an LDL-C reduction of >50% from baseline and an LDL-C goal of 1.4 mmollL (<35 mgfdL) are recommended
» For patients with ASCVD m vascular event within 2 years (not necessarily of the same type as the first event) while taking maximally toler-
ated statin therapy, an LDL-C goal of <1.0 mmollL (<40 mg/dL) may be considered

¢ Inprimary prevention, for individuals at very-hign risk but without FH, an LDL-C reduction of >30% from baseline and an LDL-C goal of <1.4 mmollL
(<55 mg/dL) are recommended. For individuals at very-high risk (that is, with another risk factor but without ASCVD), in primary prevention the same
goals for LDL-C lowering should be considered.

¢ For patients at high risk, an LDL-C reduction of 230 rom baseline and an LDL-C goal of <18 mmch’lflﬁ_mg{dL} are recommended.

o For individuals at moderate risk, an LDL-C goal of <2.6 mmallL (:LU.O. mg/dL) should be considered.

o For individuals at low risk, an LDL-C goell_tif:}_p mmol/L (<116 mg/dL) may be considered.

The rationale for the revised, lower LDL-C goals across CV risk categories is discussed, based on a critical synthesis of avallable evidence

from lipid-modifying interventions resulting in reductions in CV risk.

Pharmacological LDL-C-lowering strategies

The section on pharmacological strategies to lower LDL-C emphasizes the concept that the absalute LDL-C reduction (determined by pre-treatment LDL-

C levels and the LDL-lowering efficacy of the medications) dictates the relative risk reduction, which in turn—depending on the haseline CV' risk—defines

the associated absolute CV risk reduction in individual patients.

Risk classification in patients with FH

Patients with FH and ASCVD, or another major risk factor, are classified as very-high-risk, and those without known ASCVD and without other risk factors

2 high-risk. Recommended treatment goals are defined accordingly.

Adverse effects of statins

The distinction between formal statin myopathy vs. so-called statin-associated muscle symptoms is emphasized, and the discordance in reported frequency

of symptoms in RCTs vs. observational studies are critically discussed on the basis of new relevant evidence.

Bazal 70 mg/dl alti ise ila¢ verilmez, sadece YTD
(yasam tarzi degisikligi)onerilir.

LDL 100 mg/dlI iistii hemen ilag statin baslanir.

Bazal 70-100 mg arasi ise 3 ay ila¢c vermeden
yasam tarzi degisikligi sansi verilebilir ve 70’in
altina diiserse sadece YTD devam, ama YTD
ragmen 70 ustii olursa statin eklenir

ilac baslanirsa da hedef LDL; Yiksek risk grubunda
olan hastalarda ise LDL tedavi ile bazale gore %50
azaltilmali ve LDL 70 mg/dl alti olmal

* Bazal LDL 140 mg/dl ve uistii ise 70 mg/dl alti kural

* Bazal 140 alti ise %50 kurali gecerli olmali (mesela bazal
100 olsun, tedavi ile hedef 50 mg/dl alti olmali)



Orta ve dusuk risk grubunda

olanlarda hedef LDL ne olmali?

e Newreisedconcepts
More intensive reduction of LDL-C across CV risk categories

 For secondary prevention in very-high-risk patients, an LDL-C reduction of >50% from baseline and an LDL-C goal of <1.4 mmol/L (<55 mg/dL) are recommended.
o For patients with ASCVD m vascular event within 2 years (not necessarily of the same type as the first event) while taking maximally toler-

ated statin therapy, an LDL-C goal of <1.0 mmollL (<40 mg/dL) may be considered.

# I primary prevention, for individuals at very-high risk but without FH, an LDL-C reduction of >50% from baseline and an LDL-C goal of <1.4 mmol/L
(<55 mgfdL) are recommended. For individuals at very-high risk (that s, with ancther risk factor but without ASCVD), in primary prevention the same
goals for LDL-C lowering should be considered.

& For patients at high risk, an LDL-C reduction of 250%from baseline and an LDL-C goal of <18 mmol!lﬂngde} are recommended.

 For individuals at moderate risk, an LDL-C goal of <2.6 mmol/L @E mg/dL) should be considered.

o For individuals at low risk, an LDL-C gozll_c:__fﬂi} mmol/L (<116 mg/dL) may be considered.

The rationale for the revised, lower LDL-C goals across CV risk categories is discussed, based on a critical synthesis of available evidence

from lipid-modifying interventions resulting in reductions in CV risk.

Pharmacological LDL-C-lowering strategies

The section on pharmacological strategies to lower LDL-C emphasizes the concept that the absolute LDL-C reduction (determined by pre-treatment LDL-

C levels and the LDL-lowering efficacy of the medications) dictates the relative risk reduction, which in turn—depending on the baseline CV risk—defines

the associated absolute CV risk reduction in individual patients.

Risk classification in patients with FH

Patients with FH and ASCVD, or another major risk factor, are classified as very-high-risk, and those without known ASCVD and without other risk factors

as high-risk. Recommended treatment goals are defined accordingly.

Adverse effects of statins

The distinction between formal statin myopathy vs. so-called statin-associated muscle symptoms is emphasized, and the discordance in reported frequency

of symptoms in RCTs vs. observational studies are critically discussed on the basis of new relevant evidence.

Orta risk grubunda LDL 100 mg/dI’'nin altinda,
dusuk risk Frubunda ise LDL 116 md/dI'nin altinda
ise ila¢c baslanmaz sadece YTD devam edilir.

Orta ve diisiik risk grubuna LDL 190 mg/dl iistii ise
ilk tanida ilag statin baslanur.

Disuk risk grubunda 116-190 arasi ise YTD 3 ay
verilir ve sonrasinda hala 116 UstU ise ilag
bg§ll'anma5|, 116 alti ise YTD tek basina yeterli kabul
edilir.

Orta riskli grupta 100-116 arasi LDL varsa 6nce 3
ay YTD sansi vermek, sonra hala 100 ve iistii ise
ilag baglaniimasi, 100’iin alti ise sadece YTD ile
devam edilmesi 6neriliyor.

Orta riskli gruplarda statin baslanirsa hedef LDI
tedavi sonrasi 100 mg/dl alti, dustk riskli grupta ise
hedef LDL 116 mg/dl altina diistirmek olmali



Bu tabloyu duvara asmaliyiz

Table 5
terol levels

Primary

prevention

Secondary
prevention

Total CV risk
(SCORE) %

<1, low-risk

Class*/Level”
=1 to <5, or
moderate risk
(see Table 4)

Class¥/Level”
=5 to <10, or
high-risk
(see Table 4)

Class¥/Level”
=10, or at
very-high

rislk due

to a risk condi-
tion

(see Table 4)
Class®/Level®
WVery-high-risk

Class/Level”

Untreated LDL-C levels
<1.4 mmol/L

(55 mg/dL)

WC
W
la/A

Ha/B

Lifestyle inter-
vention, con-
sider adding
drug if
uncontrolled
[IEVN

1.4 to <1.8
mmeol/L (55
to <70 mg/dL)

Irc

lla/A

Lifestyle inter
vention, con-
sider adding
drug if
uncontrolled

lla/A
Lifestyle inter-
vention and
concomitant
drug

intervention

1.8 to <2.6
mmeol/L (70

lla/A
Lifestyle inter-
vention, con-
sider adding
drug if
uncontrolled
la/A

Lifestyle inter-
vention and
concomitant
drug

intervention

Lifestyle inter-
vention and
concomitant
drug

intervention

2.6 to <3.0
mmol/L (100
to <100 mg/dL) to <116 mg/dL)

I v

Lifestyle inter
wention, con-
sider adding
drug if
uncontrolled
Has/A

Lifestyle inter
vention and con-
comitant drug

intervention

Lifestyle inter
wention and con-
comitant drug
intervention

Lifestyle inter-
vention and con-
comitant drug

intervention

3.0 to <4.9
mmeol/L (116 to
<190 mg/dL)
Lifestyle inter-
vention, con-
sider adding
drug if
uncontrolled
lasA

Lifestyle inter-
vention, con-
sider adding
drug if
uncontrolled
la/A

Lifestyle inter-
vention and
concomitant
drug

intervention

Lifestyle inter-
vention and
concomitant
drug

intervention

Lifestyle inter-
vention and

concomitant

drug

intervention

Intervention strategies as a function of total cardiovascular risk and untreated low-density lipoprotein choles-

>4.9 mmol/L
(=190 mg/dL)

Lifestyle inter-

vention and
concomitant
drug
intervention
la/A

Lifestyle inter-

vention and

concomitant

drug

intervention
lla/A

Lifestyle inter-
vention and
concomitant
drug

intervention

Lifestyle inter-
vention and
concomitant
drug

intervention

Lifestyle inter-
vention and
concomitant
drug

intervention
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Trigliserid yuksekliklerinde ne yapmaliyiz?

Recommendations for drug treatment of patients with
hypertriglyceridaemia

Recommendations Class® Level®

Ideali 150 mg/dI alti

Statin treatment is recommended as the first
drug of choice to reduce CVD risk in high-risk
individuals with hypertriglyceridaemia [TG lev-

el g YUKSEK RISK GRUBUNDA olan ve
In high-risk (or above) patients with TG levels trl Ilse rldl 200 mg/dl ustunde ylne
between 1.5—5.6 mmol/L (135—499 mg/dL) te avi stati n

despite statin treatment, n-3 PUFAs (icosapent lla B

ethyl 2x 2 g/day) should be considered in

combination with a statin.'”*

In primary prevention patients who are at L Stati N ve d iyete ra 5 men d u § mezse

LDL-C goal with TG levels >2.3 mmol/L

(>200 mg/dL), fenofibrate or bezafibrate may 1lb B Stati n e e k O | a ra k fi rat | a r Ve ri I e bi I i r

be considered in combination with

StatinS.BOS— 307,356

In high-risk patients who are at LDL-C goal

with TG levels >2.3 mmoUL (>200 mg/dL), o * D.iVEt, Spor ve k?t.u rp .ﬂle o
diyabetin tedavisi trigliseridi
dusurmek icin en iyi yontem

fenofibrate or bezafibrate may be considered
305-307.356

0
©ESC 2019

in combination with statins.

CVD = cardiovascular disease; LDL-C = low-density lipoprotein cholesterol;
PUFA = polyunsaturated fatty acids; TG = triglyceride.



LDL-K’U statin sadece %30, statin + ezetimib +PCSK9 inh
3’10 kullaniminda %85 dusurur

Intensity of lipid lowering treatment

Treatment Average LDL-C reduction
Moderate intensity statin = 30%

High intensity statin = 50%

High intensity statin plus = 65%

ezetimibe

PCSKS inhibitor = 60%

PCSKS inhibitor plus high intensity statin = /5%

PCSKS inhibitor plus high intensity statin = 85%

plus ezetimibe

% reduction LDL-C Baseline LDL-C
[

!

( Absolute reduction LDL-C j

Relative risk reduction Baseline risk
|

'

Absolute risk reduction

©ESC 2019




Yaslilarda statin tedavisi

e 75 yas alti olanlarda statin
tedavisi yukaridaki oneriler
gecerlidir

75 yas ustli hastalarda ise

» Sekonder korumada statin tedavisi
yine yasdan bagimsiz kullanilmali

 Ama primer korumada yuksek ve
cok yliksek risk grubunda olan
hastalarda klas 2 b olarak statin
tedavisi onerilir



Statin tedavisinin yan etkileri

* En sik (%10-20 hastada) kas agrisi (myopati-myozit) yapabilir. Cok azinda CK
yukselir. Cogunda CK yukselmeden kas agrisi yapar.

e 1/100.000 rabdomyoliz yapar (CK x10-40 kat ve Uistl artmasi)

 Statin baslanan hastalarda 1.ay ve mimkinse 6 ay ve sonra da yilda bir ALT, AST
ve CK bakmali.

* CK x10 kata kadar statin kesilmez. Ama ister CK yukselsin isterse yukselmeden kas
agrisi yapsin bu durumlarda statin degistirilip baska statine gecilebilir veya primer
korumada ve cok yiksek LDL yoksa %Un asiri statin tedavisi verilebilir ve hastaya

mumkunse kalp icin katlanmasi soylenmeli



Statin yan etkileri

e Karaciger enzimlerinde hafif yiikselme %2 hastada gorulebilir ki
aslinda bunlarin bir kismi statine bagl degil hepatosteatoza bagli

* X3 kat KC enzim yukselene kadar statin kesilmez. Statin tedavisi 6ncesi
ALT-AST bakmali ve bazal degerler bilinmeli

* Diabeti kolaylastirabilir. Aslinda ¢ok net degil. Obez hastalarda daha
sik statin DM arttiriyor iliskisi var ki bu durumda net degil ve
arttirsada statinin getirdigi fayda daha cok.



Pravastatin, rosuvastatin ve pitavastatin disindaki
statinlerin asagidaki ilaclarla etkilesimi fazla

Table 10 Drugs potentially interacting with statins
metabolized by cytochrome P450 3A4 leading to
increased risk of myopathy and rhabdomyolysis

Anti-infective Calcium Other

agents antagonists

ltraconazole Verapamil Ciclosporin

Ketoconazole Diltiazem Danazol

Posaconazole Amlodipine Amiodarone

Erythromycin Ranolazine

Clarithromycin Grapefruit juice &
&

Telithromycin Nefazodone

HIV protease inhibitors Gemfibrozil g

Adapted from Egan and Colman,?*” and Wiklund et al.2*®
HIV = human immunodeficiency virus.
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