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Kronik Komorbiditeler 2004-2014
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A HIV ile lliskili Kardiyovaskiler Hastalk

Legend
<0.07%
0.07% to 0.16%
0.17% to 0.30%
0.31%to 0.51%
0.52%to 1.04%

1.05% to 2.51%
2.52% to 24.36%

Circulation. 2018 September 11;



Global Burden of Atherosclerotic Cardiovascular Disease in
People Living with the Human Immunodeficiency Virus: A

Systematic Review and Meta-Analysis

« KVH gelistirme olasiligi—=> X2
« HIV ile iligkili KVH kiiresel yiikii son yirmi yilda—> X3

Circulation. 2018 September 11: 138(11): 1100-1112. doi:10.1161/CIRCULATIONAHA.117.033369.



Cardiovascular Risk and Health Among People With Clinical Infectious Diseases

Human Immunodeficiency Virus (HIV) Eligible for _
Primary Prevention: Insights From the REPRIEVE Trial MAJOR ARTICLE

ART duration

per 5 years /382 |‘| 0.19 (0.11,0.28) <.0001
Nadir CD4

lower category 7137 23 0.11 (0.01,0.22)  <.001
Entry CD4 cell count

per 100 cells/mm? 7382 P 0.05 (0.01,0.08) <.0001

Douglas Cardiovascular Risk and Health Among PWH e CID 2021



Patterns of Cardiovascular Mortality for HIV-Infected Adults in

the United States: 1999 to 2013

« HIV iligkili KVH iligkili engellilik yasam vyili
* 1990-0.74 mily—>2015-2.57 mily
« KVH iligkili mortalite X2

Am J Cardiol. 2016 January 15; 117(2): 214-220.
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HIV ile Yasayan Bireylerde Kardiyovaskiler Hastaliklar (KVH)

* Koroner Kalp Hastalig
* Kalp Yetmezligi
* Ani Kardiyak Olim

Ntsekhe M, Baker JV. Cardiovascular Disease Among Persons Living With HIV:Circulation. 2023




HIV lliskili KVH'nin Olasi Mekanizmalart

Co-Infections
e.g., CMV

HIV Disease
+/- ART toxicity

Cardiometabolic
Risk Factors

» Dyslipidemia
* Obesity

* Diabetes

* Hypertension
* Smoking

Coronary
Vascular Injury

&

Vessel Inflammation

» Cytokines, local & systemic
* Oxidative stress

* Cellular adhesion

* Increased permeability

Endothelial Dysfunction

* Impaired vasodilation

* [ncreased thrombogenesis
* Vessel wall hypertrophy

Atherogenesis

* Leukocyte migration

* oxLDL exposure

* Subendothelial foam cells
and lipid accumulation

N

Structural &

f
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Unstable Plaque
* Persistent intima T-cell

and macrophage activation
* healing and

maturation of fibrous cap

Coronary Dysfunction

* Enhanced vasoconstriction
* Impaired vasodilation

* Demand mismatch

Coagulopathy

* Pro-coagulant drive

* Platelet activation

* Reduced anti-coagulant

response
S

Ischemic

i Functional Pathology — Phenotype

f

&

Myocardial
Infarction (MI)
* Type 1 Mi
* Type 2 M

Ischemic
Heart Failure

Sudden
Cardiac
Death

~

Ntsekhe M, Baker JV. Cardiovascular Disease Among Persons Living With HIV:Circulation. 2023



Increased carotid intima-media
thickness in HIV patients is associated
with increased cytomegalovirus-specific
T-cell responses

e HIV(+)/(-) karsilastirmada,
CMV'ye 6zgu T hicrelerinin
ylzdesindeki her 10 kathk
artis icin karotis IMT'de
%14’k artis (P < 0,001).

Mean carotid intima-media
thickness in mm

© HIV-uninfected

AIDS. 2006 Nov 28;20(18):2275-83.
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HIV-1-Associated Atherosclerosis

JOURMNAL OF THE AMERICAM COLLEGE OF CARDIDLOGY

Unraveling the Missing Link

Alizon Kearns, BS, Jennifer Gordon, PuD, Tricia H. Burdo, PuD, Xuebin Qin, MD, Pul

A. Cellular Players in HIV-Associated Atherosclerosis
$General Inflammation Markers Cytokines
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« [L-6 ve monocyte chemoattractant protein-1 (MCP-1) ile direkt iligkili
Bu proteinler makrofajlarin kopuk htcrelerine donismesinde etkili
Makrofajlar Nef proteininden etkilenir
Nef proteini=> Kolesterolun hucreden atilmasini etkiler

- Kopuk hucresi olusumunu ve aterogenezisi destekler

WaL. 6%, HNO, 25, 2017



B. Molecular Mechanisms in HIV-Infected Macrophage Contributing to Atherogenesis

Kearns, A, et al, J Am Coll Cardiol, 2017:69(25):3084-98,

» Oksidatif stres ile NLRP3 inflamazomu aktiflenir, ve ER’de stres mg
« ER’de oksidatif stres olusmasi aterogenezi destekler



HIV ve Tip 1 ve Tip 2 Ml Farki

* Tip 1 MI=> Plak rliptiri ve aterotrombozla karakterize %50 HIV risk
* Tip 2 MI—> Altta yatan ateroskleroz @
e Uyusturucu kullanimi vs nonkardiyojenik nedenler
e Koroner mikrovaskuler disfonksiyon
* Kronik inflamasyon
* Endotel aktivasyonu ve disfonksiyonu

Ntsekhe M, Baker JV. Cardiovascular Disease Among Persons Living With HIV:Circulation. 2023



Risk of myocardial infarction among
people living with HIV: an updated
systematic review and meta-analysis

Author(s), Year Effect Size [95% CI)
HiVe v, HIV-

Triant of al, 2000 b . i 1,93 (1.24, 3,00]
Durand of al, 2011 e 2.11(1.08, 2.63)
Frabaeg of al, 2013 i 148(1.27,1.72)
Kioin ol al, 2015 i 140 1.21, 1.62)
Rasmusson of al, 2015 voom 202101, 2.38)
Overall (I = T7.7%; p = 0.001) — 1,73 (144, 2.08)

HIV (+)>1,4-2,1 M riski
. Eyawo 0. BMU Open. 2019 Sep 24



High-Density Lipoprotein Particles and Markers of Inflammation

and Thrombotic Activity in Patients with Untreated HIV Infection
« ART @ 2> HDL |, IL-6, ICAM-1, D-dimer 1 - Aterosklerosis

(versus HIV-uninfected)
HDL Measures
HDL cholesterol jmga. i
HDL size jrm .,.
Total HDLp concentration (nme —— |
Large HDLp concentration jnmeu) [
Medium HDLp concentration jnme —
Small HDLp concentration ot —
Biomarkers
hsCRP (ugmi ] * >
IL-6 jpgimi
E-selectin ngmi ————
SICAM-1 ingimL)
Fibrinogen imgua e
D-dimer ugmL -
100 50 0 50 100 150 200 J lf.i'l‘_f-f’{'f Dis. 2010 Janu dl'y 15; 201 [2}
€ Lower Higher <




The Joumnal of Infectious Diseases ID% /\
%h
MAJOR ARTICLE dow  hnemadic on OXFORD

Proteomic Signature of Subclinical Coronary Artery
Disease in People With HIV: Analysis of the REPRIEVE
Mechanistic Substudy

Presence of coronary calcium Presence of coronary plaque

Mt '»'i INF-R1 PG

* KVH riski bilinmeyen HIYB’lerde 246 protein calisilmis

» Kardiyovaskdler, inflamatuar ve immun yolaklarda etkili

* Koroner arter Ca ve koroner plak varligi ile bu proteinlerin iliskisi

e 662 HiYB (yas 51 SD 6) ASCVD risk skor %4.9

* NRP1, AOC3, MEPE, ve PGF plak ve koroner Ca ve ASCVD ile yuksek risk korelasyonu

* NRP1:5.1(95% [Cl], 2.3—11.4) >CAC ve 2.9 (95% Cl, 1.4-6.1) = plak icin en yiksek riskli protein



Inflammation, Coagulation and Cardiovascular Disease in
HIV-Infected Individuals

Daniel A. Duprez'*, Jacqueline Neuhaus’', Lewis H. Kuller?, Russell Tracy®, Waldo Belloso®, Stephane De
Wit>, Fraser Drummond®, H. Clifford Lane’, Bruno Ledergerber®, Jens Lundgren®, Daniel Nixon'®,
Nicholas I. Paton'’, Ronald J. Prineas'?, James D. Neaton' for the INSIGHT SMART Study Group

SMART =2 hsCRP, IL-6 ve D-dimer KVH iliskisi
5098 katilimci kan ornekleri

252 KVH olan katilimcida 29 ay takip

IL-6, hsCRP and D-dimer KVH ile iliskili
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HIV ve Kalp Yetmeazligi (KY)

* ART odncesi donemde HIV iliskili KY sist. disfonk.
e Dusuk CD4 duzeyi
* ART sonrasi HIV iliskili diast. disfonk.

Ntsekhe M, Baker JV. Cardiovascular Disease Among Persons Living With HIV:Circulation. 2023



HIV ve EF Azalmis Kalp Yetmezlig

Co-Infections
e.g., COVID-19, miB

HIV Disease
+/- ART toxicity

Cardiometabolic
Risk Factors

b

Spectrum of risk factor profiles
will differ by global region

Compensatory

i (KY)

Injury <:> Mechanisms & Phenotype

Myocardial
~
Myocarditis
MiCroSCOPIC NECIOSIS  j—]
Myofibril loss
J
~
Ischemia
Focal macro Necrosis g
Myocyte loss
J

LV remodeling
* Eccentric hypertrophy

Neurohormonal

+ Sympathetic response
* R-A-A-S activity

* BNP

Endothelial
+ Vasoconstriction

* Cytokine upregulation

Systolic

Dysfunction

* Decreased
contractility

* Clinical symptoms

Arrhythmias

Sudden

Cardiac

Death

Ntsekhe M, Baker JV. Cardiovascular Disease Among Persons Living With HIV:Circulation. 2023




HIV ve EF Korunmus Kalp Yetmezligi (KY)

Chronic

Systemic

Structural

HFpEF

> Inflammation <

Condition(s) <

Co-Infections
e.g., COVID-19, mTB

HIV Disease
* Immune depletion
* Immune activation
* Co-pathogens
» ART toxicity

Comorbidities
* Hypertension
* Obesity

* Diabetes

* Lung disease
* [ron deficiency

A

Spectrum will differ globally

> Changes <

.

Coronary Microvascular
Inflammation

*» ROS

* Endothelial injury

Endothelial Dysfunction
* Decreased NO
* Less responsive

Monocyte Activation
* Subendothelial migration
* Cylokine, TGF-j3

Tissue Damage
* Oxidative stress

* Mitochondrial dysfunction

LV Remodeling

= Eccentric hypertrophy
» Myocyte hypertrophy
Myocardial Stiffness
Myocardial Fibrosis

Myocardial Steatosis

P Phenotype

-
Diastolic
Dysfunction

» |mpaired relaxation
* Clinical symptoms

Reduced Coronary

Flow Reserve

* Reduced
exertional capacity

Sudden Cardiac
Death

Ntsekhe M, Baker JV. Cardiovascular Disease Among Persons Living With HIV:Circulation. 2023



Adjudicated Heart Failure in HIV-Infected and Uninfected Men and
Women 7 )

American American

Heart | Stroke
Aszociation | Association

e HIV iliskili KY P -
* TMHIV RNA ve |, CD4 =
e KY = 97/ 4640 HIV (%2.1)

e Kontrol=> 55/4250 (%1.3)

e HR=>2.10 (Cl %95-1.38-3.21)

Probability of Heart Failure-Free Survival

NHumber at Risk

Years after Baseline

Heart Assoc. 2018;7:e009985.




Human Immunodeficiency Virus
and Heart Failure in Low- and
Middle-Income Countries

JACC: HEART FAILURE ¥OL. 3, NO. 8, 2015
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FIGURE 3 Myocardial Deformation Tracings in HIV-Infected Individuals With Normal LVEF
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JACC Heart Fail. 2015 Aug;3(8):579-90



HIV-> Longitudinal sistolik kardiak strain ile miyokardial deformasyon
MR-> Subklinik miyokard fibrosis ve steatosis
Erken miyokard disfonksiyon tespiti—> 1 risk vaka tanimi

12.000 longiudinnl Suoin {(Endo) [accuracy +/- 4.031) 0538 ms.

25.600

Time To Peak
[ — .

538 ms 69

&)

600 ms

Average
GLS = -14%

3360

JACC Heart Fail. 2015 Aug;3(8):579-90



HIV ve Ani Kardiyak Olim




Sudden Cardiac Death and Myocardial Fibros. 150 o
* 100.000 kisi/yili

Determined by Autopsy, in Persons with H: aiimiveanisiim

* Irk, etnik grup, cinsiyet
[J] Presumed sudden cardiac death Confirmed sudden death from arrhythmia

100 -

No. of Patients 47 505
- %0 Presumed Sudden Cardiac Death
= 80- HIV-positive incidence rates — 533
2 per 100,000 person-yr (39.2-70.1)
8 70 Reference incidence rates — 23.7
§ per 100,000 person-yr (21.7-25.9)
s 60 Incidence rate ratio for HIV-positive  2.25
~ vs. reference (1.37-3.70)
2 Confirmed Sudden Death from
g 44% . Arrhythmia
= 44% 50% HIV-positive incidence rates — 25
§ < \ per l(X)OOO person-yr (15.6-37.8)
3 \ Reference incidence rates — 133
g \ 5”& per 100,000 person-yr (11.8-15.0)
- 59 62% \ 55% \ Incidence rate ratio for HIV-positive 1.87
N % N vs. reference (0.93-3.78)
& & Al & Al & Al & & & ", LS & & L LA
& & & & & & & € :f"{"é &€ é}é E:F*{‘L & &
o él:.- o él:.- o él:.- d él:.- o d :.5'? Q i.s} Q Ll ) W
ﬁrq @ ﬁrq @ ﬁrq QS ﬁrq @ ﬁrq € e e (T N Engl | Med 2021:384:2306-16.

Total Female Male Asian Black Hispanic White Other



HIV-Positive Group

Reference Group

Total Fibrosis

Interstitial and
Perivascular Fibrosis

Replacement
Fibrosis

Sudden death from arrhythmia

Sudden death from

nonarrhythmic cause Sudden death from arrhythmia

Reference Group, Presumed
Sudden Cardiac Death (N=164)

HIV-Positive Group, Presumed
Sudden Cardiac Death (N =24)

Sudden Sudden
death from death from
Sudden death nonarrhythmic Sudden death nonarrhythmic
from arrhythmia cause from arrhythmia cause
(N=12) (N=12) (N=100) (N=64)
mean percent fibrosis
12.526.4 8.7+7.5

13.827.1 7

Presumed sudden cardiac deaths |
ST HIVA- 2 (34% vs. 13%).

19:34 HIV + = 1 histolojik intertisyel miyokard fibrosis

Sudden death from
nonarrhythmic cause

HIV-Positive Group vs.
Reference Group, Presumed
Sudden Cardiac Death

Sudden
death from
Sudden death nonarrhythmic
from arrhythmia cause

percent difference (95% Cl)
72 (23 to 142)
’ (7 to 198)

(8 to 185)

(-20 to 75)



<40 yas ise >40 yas ise 5-10 yilhk
kardiyovaskuler kardiyovaskuler Risk modifikasyonu
risklerin varhgini hastalik riskini yap
tespit et belirle
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Health, Immunity and Infections

Resources YClinical risk scores

Welcome to the Risk Assesment Tool System (RATS). Please select the desired values from the list below. 1. Age: i yrv
General Cardiovascular
() EuroSida AIDS/Death risk score o |0 D:A:D(R) CVD 5 and 10 year risk score 2. Gender: © O MaleO Female
) FENCE score o L D:A:D (F) CVD 5 and 10 year risk score
) “S*FENCE Score @ ) Framingham CVD 5 and 10 year risk score

[J MI Number needed to harm 3. Previous smoker? o O YesO No

4. Smoker? o O YesO No
Rigshospitalet, University of Copenhagen CVR no.: 29190623
gg;%:n?g;ng?:)o}gzwo Copenhagen, Denmark ::/:;"ror\l(,)asD;2:9765790 5 Family CVD history? @ © YesO No
® @ @
6. Diabetes? o O YesO No

7_Abacavir treatment? o O YesO No

8. Pl exposure: (i ] yr




AMERICAN

COLLEGE o ASCVD Risk Estimator Plus JREELIHEICRINE) ¢

CARDIOLOGY

Race *

e e e ower

Current Age ©® *

€%

Sex *
B

Age must be between 2079

Systolic Blood Pressure (mm Hg) * Diastolic Blood Pressure (mm Hg) *

Value must be between 90-200 Volue must be between 60-130

Total Cholesterol (mg/dL) * HDL Cholesterol (mg/dL) * LDL Cholesterol (mg/dL) @ ©
Value must be between 130 - 320 Volue must be between 20 - 100 Volue must be behween 30-300
History of Diabetes? * smoker? @ *

On Hypertension Treatment? * On a Statin? @ © On Aspirin Therapy? @ ©

T T T e T e e T e

Do you want to refine current risk estimation using data from a previous visit? @ ©



Risk of geographic region @ Maoderate risk Very high risk

Gender Male Female
Age
Current smoking ® )

Systolic blood pressure @ 100 - 200

HDL-cholesterol @

LDL-cholesterol @




Risk of geographic region € Maderate risk Very high risk

Gender Male Female
Current smoking ..: )
Diabetes mellitus @ [n @)

Systolic blood pressure @ 100 - 200

Total cholesterol

HDL-cholesterol €

LDL-cholesterol €@




Bonnet et al.

BMC Infectious Diseases 2020; 20:850

®2004 (n=2,138

59.8%

6.4%

Low (<1%)

Moderate (1-
5%)

S-year D:A:D Coronary Heart Disease Risk Strata

High (5-10%)

= 2014 (n=2,138)
p-value<0.0001

Very high

(>10%)



Comparison of Risk Category Predictions of Framingham Risk Score (FRS), Atherosclerotic Cardiovascular Disease Risk Score (ASCVD), Systematic Coronary Risk
576 Evaluation (SCORE) and Data Collection on Adverse Events of Anti<HIV Drugs (D:A:D) Score in HIV-Infected Patients
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. Mo agme orpes Temmuz 2016- Subat 2017, 5 merkez, 40-74 yas
SO A | | arasinda KVH olmayan, statin almayan hastalar
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Prevalence of cardiovascular disease (CVD) and Comparison of risk category predictions of
Systemic Coronary Risk Evaluation Score-2 (SCORE2) and four other CVD risk calculators
among people living with HIV(PLWH) in Tiirkiye

Tukenmez Tigen, E'; Gokengin, D? Ozkan Ozdemir, H?; Akalin, H; Kaya, B%; Deveci, AS; inan, A’; inan, D?; Altunsoy, A%; Ozel, A.S'°; Karaoglan, i";
Eraksoy, H'?; Demirdal, T=; Yildirmak, T'; Birengel, S'; Inci, A™; Nazh, AY7; Kayaaslan, B?; Sayin Kutlu, S*®; Ataman Hatipoglu, C'?; Esen, Y?°;
Kocg, T27; Korten, V'; and HIV-TR Study Group

Cok merkezli kesitsel calisma, 2019-2021 H I
20 merkez, 1425 hasta, %82.7 erkek, >40 yas, ortanca yas 51

%10.6 tanili KVH BLASEOW 30
Ortanca CD4 : 696 h/ul

Participant Characteristics Median (IQR) or propartion (n=1425)

Age, y, median (IQR) 51(45-58)
Male, Sex 178(82.7)
Smoking (current smoker) 651(45.7)
Alcohol use (1-7 or >7 drinks/week) 411(28.9)
IV non-prescription drug use 35(25)
Exercise & physical activity 248(17.4)
Body mass index

Obese (230 kg/m’) 258(18.3)
Diabetes mellitus 242(17)
Hypertension 420(29.5)
Hypercholesterolemia 493 (34.9)
Family history of premature cardiovascular disease 102(7.2)
Family history of CAD (In parents) 310(210)
Years since HIV diagnosis, median (1QR) 5.0(2.0-90)
Cumulative months of ART use, median (IQR)

Protease Inhibitor 218(15.3)

Nucleoside Reverse Transcriptase Inhibitor 13_90 (97.5)

Others 1325(93)
Nadir CD4" celf count, cells/pul, median (IQR) 318 (168-480)

Nadir CD4<200 celis/pl 424(29.8)
Current CD4- cell count, cells/ul, median (IQR) 696 (479-920)
Viral load, <200 copies/mL 1345(94.4)




THE ANATOLIAN
JOURNAL OF
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Prevalence of Cardiovascular Disease and
Comparison of Risk Category Predictions of
Systemic Coronary Risk Evaluation Score-2 and
4 Other Cardiovascular Disease Risk Assessment
Toeols Among People Living with Human
Immunodefficiency Virus in Turkiye

ABSTRACT

B-ockground: Cordicowvoscular dise-a=e [CWID) s a major couse of mortality omong people
liwiing with HIYW [PLYWH]. We aimed to ossess the prevalence of diagnosed WD and the risk
of CWD among PLWH using 5 different tools.

Methods: This retrospective, cross—sectonol study wos conducted im 20 tertiary ocenters
im Torkiye between October 2027 ond Moarch 202ZF, among 1425 PLWH oged 40-75 years.
About BZ. 7% were male, with a medion oge of 5. Web-based tools for eoch score were
u=ed for CWD risk oalculotions.

Result=: OF 1425 PLWH ervrolled, M0.8% hvod confirmed CW0, and 1132 hod their rish scorme=s
ewnlsoted. OF tho=e porticipants, 42 8% hod a higher risk of COWD [(10-yeor risk of athero-
sclerotic WD risk score [ASCWDY) abowe 75%), ond occording o the Europeon Society of
Caordiclogy systemic conomary risk evaluoton 2 [SCOOREZ), 7FI1L7% hod a high— to wery high-
risk robe. The aogreéeement Etween waricus CWD risk tools vared, with Framisngbom heart
study risk score [FRS), modified FRS, doto collecton on odverse effects of arti-HIV drog=
[CDALY), and SCOREDZ for high-risk oountries showwing overaoll agreement rotbes of 82%, 2476,
21T&, and 38%%, respectively. compared to ASCWD. &ccording bo the 2021 European and 2079
Americon Cordiclogy guidelines, 75.5% ond 4717% of PLYWH would be eligible fior lipid-loseer-
ing ogents, respaectisvely

Conclusion: The diognosed CVWD prevalence highlighted the importonoe of monitoring
ocordicwnscular health ond comorbidities in this populotion. SCORED identified o greaober
nmuwmber of individuals ot highfvery high risk compared to other prediction tools. The
implemeaemtoton of CTWD presention throwgh lipid-lowering therpy was for from desined
lewvelsin our cohort.

Heywords:Humaon immunodeficiency wirus, cardiovasculor diseose, cardiowvascular risk
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Prevalence of cardiovascular disease (CVD) and Comparison of risk category predictions of
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Korten et al 2017 Tigen et al 2021

Lipid dlsUrici ajan icin uygun kisiler: Lipid disUricd ajan icin uygun kisiler
 ESC-->%21.8  ESC-->%75.3
 AHA-->%36.4  AHA-->%47.1







10 yilhk kardiyovaskUler hastalik riski hesapla

Tim kisilere yasam tarzi degisiklikleri oner,
10 yillik KVH riski 210 olanlarda ART modifikasyonu

1

Modifiye edilebilecek{}risk faktorlerini belirle

(

.

SN2

Sigara J[ Kan basinci J { Koagulasyon J{ Kan sekeri J[ Lipidler J

" Sigarayibirak ) [ KB2140/90 )
Davraniscl mmHg ise (6z.
tedavi KVH riski>%10)
\ Farmakoterapi) \ ilac tedavisi Y,
4 )
Hedef SKB<130,
DKB<80 mmhg
\ J

s

\

Bilinen KVH
varsa,DM+yiiksek
KVH riski varsa

\
-

\_

75-150 mg ASA

J
\

J

U

4 ™ (" KVH riski > %10 veya
DM tanisini . .
y . Tip 2 DM veya bilinen
dogrula ve tedavi :
N KVH varsa ilag
\_ © VAN tedavisi )
4 Hedef N\ Hedef : )
AKS 80-130 LDL-K<70, Non-HDL<100
Cok yuksek risk LDL-K<55,
mg/dL Non-HDL<85

<%6.5-7
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Pitavastatin to Prevent Cardiovascular Disease in HIV Infection

e 7769 HIYB-> disik orta KVH riski

* ART

 Pitavastatin 4 mg/ plasebo

* Major kardiyovaskiler olay ( kardiyovaskuler olim, Ml, unstable anjina, stroke, gecici
iskemi, revaskularizasyon, oltim)

e Calisma 5.1 yilda erken sonlandirildi

e Pitavastatin kolu major kardiyovaskdler olay belirgin az

4.81 /1000 hasta yili pitavastatin

7.32 /1000 hasta yili plasebo (hazard ratio, 0.65; 95% [Cl], 0.48- 0.90; P=0.002)

N Engl J Med. 2023 Aug 24;389(8):687-699.
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Adverse events diagnosed during study period
Time to major adverse cardiovascular event

(like first heart attack or stroke)

Inddence rate ratio, 1.0 . :
(95% . 091-1.12) = Pitavastatin

4,16 4.13 = Placebo

= Placebo

= Pitavastatin

Incidence rate ratio, 1.35
[95% (1, 1.09-1.66)

Inddence rate ratio, 1.74
113 (95% Cl, 124-245)
0.84 0.49
e 0.28
.

12 24 36 48 60 72 Monfatal Serious Diabetes Mellitus Severe Myalgia,

Event Muscle Weakness,
Months on study or Myopathy

About +35% vs Placebo

Cumulative Incidence (%)
Incidence per 100 Person-Yr

Pitavastatin reduced the incidence of the primary Ad imilar b -
endpoint, major adverse cardiovascular events verse events were similar between participants

(MACE), by 35% compared to placebo over an average taking pitavastatin vs. placebo.

of approximately 5 years of follow up. Diabetes rates increased in the pitavastatin

group, however pitavastatin reduced major
adverse cardiovascular events even among PWH

In PWH at low-to-moderate traditional risk for with diabetes.
cardiovascular disease, pitavastatin is safe, effective > Muscle-related symptoms were higher in the

and prevents major adverse cardiovascular disease pitavastatin group but were mostly mild and only
events like heart attack and stroke 1% withdrew for muscle-related symptoms.

Conclusion




DHHS Guncellemesi — 27 Subat 2024

Date: February 27,2024
Source Clinicallnfo

The Department of Health and Human Services Guidelines Panel for the Use of Antiretroviral Agents in Adults and Adolescents with HIV (the Panel) has developed
recommendations for the use of statin therapy in people with HIV, in collaboration with representatives from the American College of Cardiology (ACC), the American Heart
Association (AHA), and the HIV Medicine Association.

With continuous antiretroviral therapy (ART) and viral suppression, most people with HIV achieve a life expectancy close to that of people without HIV. However, there
remains a mortality gap primarily due to cardiovascular disease and cancer. REPRIEVE, a large randomized controlled trial among people with HIV aged 40 to 75 years who
were receiving ART and had low-to-intermediate risk of atherosclerotic cardiovascular disease (ASCVD), showed that when compared to placebo, pitavastatin 4 mg daily
was associated with a 35% reduction in major adverse cardiovascular events over a median follow-up duration of 5 years. The recommendations below are endorsed by the
organizations listed above.

For people with HIV who have low-to-intermediate (<20%) 10-year ASCVD risk estimates:

e Age40-75years
* When 10-year ASCVD risk estimates are 5 to <20%, the Panel recommends initiating at least moderate intensity statin therapy (Al).
+ Recommended options for moderate intensity statin therapy include:
» Pitavastatin 4mg once daily (Al)
» Atorvastatin 20mg once daily (All)

* Rosuvastatin 10mg once daily (All)

https://clinicalinfo. hiv.gov/en/news/updates-hiv-clinical-guidelines-adult-and-adolescent-arv



LDL DUZEYI

STATINLERIN YETISKINLERDE KULLANIM ILKELERI

PRAVASTATIN,ATORVASTATIN,ROSUVASTATIN

RISK FAKTORU

TETKIK SONUCU

190 mg/dL’nin ustinde

160 mg/dL nin Gstiinde

130 mg/dL’nin ustliinde

70 mg/dL’nin ustiinde

Gerek yok

iki Ek Risk Ek risk faktorleri;
Faktoru a) Hipertansiyon,

Ug Ek Risk b) Ailede erken

Faktérii kardiyovaskuler hastalik

dykiis,

c) 65 yas ve (sti
hastalar

= Diabetes Mellitus,

= Akut Koroner Sendrom,

= Gegirilmis Mi,

= Gegirilmis inme,

= Koroner Arter Hastahg,

= Periferik Arter Hastalig,

= Abdominal Aort Anevrizmasi

= Karotid Arter Hastalig1 Olanlar

En az bir hafta ara ile iki élgum
olmal

En az bir hafta ara ile iki 6lgiim
olmah

En az bir hafta ara ile iki dlcim
olmali

TEK tetkik sonucu yeterli.



Pitavastatin(1-4 mg)-Atorvastatin (10-20 mg)-
Rozuvastatin (10 mg)

Ayakta Raporsuz 6 Odenmez
Ayakta Raporiu @ Uzman Hekim Raporu

Raporun Dizenlenecedi Tdm saghk kuruluslan

Saghk Kurumu

Raporu Duzenleyecek Yetigkinler: Uzman hekim

Hekimler Cocuklarda: Cocuk metabolizma hastalklan, cocuk endokrinolojisi ve

metabolizma hastalklan, cocuk kardiyolojisi uzman hekimi

Rapora Istinaden Recgete Tdm hekimler
Yazabilecek Hekimler
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