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HIV/AIDS Oliimciil Degil Kronik Bir Durum

Pre-HAART E -
(Mono/Dual Therapy) HAART Era (Triple Therapy)
I il | +60
. years
- +51 +55 2
0 years years Hh
+45 I
'::; A + 36 years Il
= years
g +50
._é- +40
+30 years

HIV tedavisinin yiiksek gelirli bir toplumda yasayan 20 yasindaki HIV ile enfekte bir bireyin
yasam suresine tahmini etkisi




Life expectancy after 2015 of adults with HIV on long-term " ®
antiretroviral therapy in Europe and North America: |
a collaborative analysis of cohort studies

Adam Trickey, Caroline A Sabin, Greer Burkholder, Heidi Crane, Antonella d’Arminio Monforte, Matthias Egger, M John Gill, Sophie Grabar,

ATCC-UK Collaborative, Avrupa ve Kuzey Amerika 20 kohort, Poisson modelleme
206.900 katilimci, %87 E,

| |20155ncesiART 2015 sonrast ART

40 yas Erkek 34.5 yil 37 yil
CD 4< 49 19.4 yil 249 yil
CD 4> 500 38 vil 39.2 yil

40 yas Kadin 38.5 yil 39 yil
CD 4< 49 18.2 yil 23.7 yil
CD 4> 500 40.2 yil 42 yil

ART'ye 2015ten sonra baslayanlar, ART'ye 2015'ten once baslayanlara gore biraz daha
uzun yasam beklentisine sahip

Trickey A, Lancet HIV 2023



Life expectancy after 2015 of adults with HIV on long-term S (L))
antiretroviral therapy in Europe and North America: ’
a collaborative analysis of cohort studies

Adam Trickey, Caroline A Sabin, Greer Burkholder, Heidi Crane, Antonella d’Arminio Monforte, Matthias Egger, M John Gill, Sophie Grabar, m
Ao ired HIV via [DU d ART before 201
,,,,,, cquire Via ; starte erore
— — Acquired HIV via Letérosexuglpéex; tart% AR%’ before 2015
— Acquire HN wg %ltjé started ART after 2Q1 General population: 45-8 years

___________Acquired HIV via he rosexual sex; starte ,E,RI,afte,r,Z,O,lS ,,,,,,,,,,
40 — SR &

30 —

Yiksek CD4 hiicre sayisina
sahip, uzun sureli ART alanlar
icin tahmini yasam beklentisi,

20 —

1 . bl
" ART'nin ne zaman baslandigina
bakilmaksizin genel
B Men og 0
””” Acquired HIV via IDU; started ART before 2015
””” Acguired HIV via heterosexual sex; started ART before 2015 pOpL‘IIaSyondakl nden yal niZca
o Acquired HIV via sexual contact with a man; started ART before 2015 g 00 =7
—— Acquired HIV via IDU; started ART after 2015 bl rkaq yl I d U$U k
—— Acquired HIV via heterosexual sex; started ART after 2015
Acquired HIV via sexual contact with a man; started ART after 2015 General population; 40-7 vears %‘

10

0-49 50-99 100-199 200-349 350499 >500

CD4 cells per pL

Trickey A, LancetHIv 2023



Komorbiditeler

It is estimated that by the year 2030, 73% of HIV-infected
individuals will be 250 years of age, and 78% of individuals living

with HIV will have cardiovascular diseases

Circulation 2018;138:1113-15



HIV Infeksiyonuyla Yasayan ve Yasamayan Yetiskinlerde Toplam ve
Komorbiditesiz Yasam Beklentisi Karsilastirilmasi

ok | Open. o

Original Investigation | Infectious Diseases
Comparison of Overall and Comorbidity-Free Life Expectancy Between Insured
Adults With and Without HIV Infection, 2000-2016

Julia L. Marcus, PhD, MPH; Wendy A. Leyden, MPH; Stacey E. Alexeeff, PhD; Alexandra N. Anderson, MPH; Rulin C. Hechter, PhD; Haihong Hu, MPH; Jennifer O. Lam, PhD:
William J. Towner, MD; Qing Yuan, MPH: Michael A. Horberg, MD; Michael J. Silverberg. PhD

21 Yasinda toplam ve komorbiditesiz yagam beklentisi

= 70 4 Toplam yil HIV’i olmayan bireyler
e
g 80 - o P -~ t Fark: 9 yil
B T SURE L .
* HIVile yasayan kisilerin, HIV ile infekte g ] IE’:{- e e * HIV ile Yasayan Bireyler
olmayanlara kiyasla, komorbidite ile § 01 e LV olmayan bireyler
. . e _eo Komorbiditesiz yil
gecirdikleri stire 16 yil daha uzundur. = 01 . t —— 1
S , — Fark: 16 yil
= 20 1 IFark I !
A L LT —— .
>¢E 10 - - @ essnnnsnnnnnnnnns P e - HIV ile Yasayan Bireyler
N 0

2000-2003 2004-2007 2008-2010 2011-2013 2014-2018
Gahsma Takip Yih

Marcus J.. JAMA Netw Open 2020



Komorbidite HIV ile yasayan kisilerde daha yaygindir ve HIV ile
infekte olmayan kisilere kiyasla daha erken meydana gelir

Contents lists available at ScienceDirect

- : i s SESmTOwA
International Journal of Infectious Diseases Do EORNMECTIOUS

1__1__5]_V1]_[{ journal homepage: www.elsevier.com/locate/ijid

Comorbidity is more common and occurs earlier in persons )

living with HIV than in HIV-uninfected matched controls, aged

50 years and older: A cross-sectional study

Rafael Aguiar Maciel?, Helena Moreira Kliick”, Madeleine Durand®, Eduardo Sprinz"*

= Post-Gr Federal do Rio Grande do Sul, Porto Alegre, Brazil
 school of Medicine. Universidade I-edcml da Rln Grande do Sul, Porto Alegre, Brazil
< Université de Montréal, Québec. Canada

HIV Non-HIV
100% I l | l I I I I
51-55 56-60 61-65 51-55 56-60 61-65
mO ml m2 m>=3 m0 ml m2 m>=3

Maciel RA.. International Journal of Infectious Diseases 2018



Percentage

Yasla iliskili komorbidite riski

Sicasess it ST [No. of comorbidities =5 4 Bm 3 mm 2030 103 None O3

Man with HIV

B0 I 100 ] .
75 - 75 1
50 - ( 0 b
) 95 -
T T - 0 T T T v

N
wn

o

260 I 100 T [
75 A 75
S50 - 50
25 A 25
0 , , : , : o , ,
<40 40-49 50-59  60-69 =70 <40 40-49 50-59  60-69 =70
Women without HIV Man without HIV

Total (n = 5929) Collins LF. JAMA.2023



ANRS CO3 Aquitaine Kohort

*p<0.01 for comparison between 2004 and 2014

80
70
60 —
g 50
2 40
c
g 30
©
a 20 SIS -
-
A N R ‘A
§ o il = _
Prevalent . LDL- i g ;
2 Chronic ok Fractures | .. 1 Hypertensio Pyslipidemia cholesterol HepgtltlsC HeP.athB : ol i - ot v
0 ; vascular . | Diabetes " : virus virus  Depression  AIDS Obesity* ~ tobacco  injecting
- Kidney (anywhere) n this year >41 G g G T G :
Q. .2 | event* , infection infection related) consumption  drug user
Disease mmol/L |
#2004 (n=2,138) 36 36 0.7 84 188 68.7 26.1 282 6.2 135 22 36 44 02
#2014 (n=2,138) 183 140 10 18.5 ! 53 ) 509 215 30.6 15 140 94 70 433 05

Chronic Comorbidities in 2004 and 2014, ANRS CO3 Aquitaine Cohort

Bonnet et al. BMC Infectious Diseases 2020; 20:850




70% m 2004 (n=2,138

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

59.8%

3
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6.4%

QO O
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o
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Proportion of patients(%)
BN W s O
O O
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o)
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Low (<1%) Moderate (1-  High (5-10%) Very high
5%) (>10%)

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

Distribution of patients by 5-year D:A:D Coronary Heart Risk Score, in 2004 and 2014

Bonnet J. BMC Infectious Diseases 2020



Kardiyovaskuler Hastalik Prevalansi

 HIV ile infekte bireylerde 2 kat ytksek

Prevalence of cardiovascular disease

5.4%

0% 2% 4% 6% 8% 10% i |

Shah SVA, Circulation 2018;138:1100-1112
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HIV ile Yasayan Kisilerde Aterosklerotik Kardiyovaskuler Hastaligin
Global Yukii: Sistematik Derleme ve Meta Analizi

Circulation

ORIGINAL RESEARCH ARTICLE 3@

Global Burden of Atherosclerotic

Cardiovascular Disease in People Living
With HIV

Systematic Review and Meta-Analysis

n Ken Lee, MD

irjel Alam, MD

ah Clifford, MD

is T. Longenecker, MD
Strachan, PhD

olas L. Mills, MD, PhD

e 80 calismanin dahil edildigi sistematik derleme ve meta analiz
e 793.635 HIV ile yasayan kiside toplam 3.5 milyon kisi-yili

e HIV negatif kisilerle kiyaslandiginda kardiyovaskuler hastalik i¢in risk
oranlar 2.36 (95% Cl, 1.68-2.77).

Shah ASV. Circulation 2018;138:1100-1112

Risk orani (RR)

(95% Cl, 1.68-2.77).

HIV

12



HIV ile Yasayan Kisilerde Aterosklerotik Kardiyovaskuler Hastaligin
Global Yiiku: Sistematik Derleme ve Meta Analiz

13
Shah SVA, Circulation 2018;138:1100-1112



HIV ile Yasayan Kisilerde Aterosklerotik Kardiyovaskuler Hastaligin
Global Yiikii: Sistematik Derleme ve Meta Analiz

Author(s) Year Weights Risk Ratio [95% CI]
Cardiovascular events
Gardner et al 2003 3.0 6.40 [2.13, 19.25] ; |
Aldaz et al 2011 4.3 3.10 [1.30, 6.10] b i
Helleberg et al 2012 6.9 250 [2.00, 3.10] .
Tripathi et al 2014 7.2 1.15 [1.04, 1.27]
Womack et al 2014 5.7 280 [1.70, 4.60) I L 3 | .
RE Model (Q = 60.48, df = 4; I° = 89.2% [95% C| 71.6 — 99.2]) 2.36(11.50,3.70) KVH InSldanS|
e————— e ———
* RR:2.36
. .
Myocardial infarction :
Triant et al 2009 5.9 1.93 [1.21, 2.93] b = : C MI i in 1 79
Durand et al 2011 6.9 2.11 [1.69, 2.63] —m g :
Klein ot al 2015 7.2 1.40 [1.20, 1.60] : . .
Althoff et al 2015 7.1 1.76 [1.49, 2.07] . o Inme i in 2 56
Rasmussen et al.1 2015 71 2.02 [1.71, 2.38] : —.— g °
RE Mode! (Q = 15.06, df = 4; I¥ = 64.6% [95% C| 19.9 = 95.7)) 1.79[1.54,2.08)
T
Stroke
Qureshi et al 1997 3.2 3.20 (1.10, 8.90] |
Cole et al 2004 4.1 13.70 [ 6.10, 30.80] k -
Chow et al 2012 7.0 1.21 [1.01, 1.486] 3
Mateen et al 2013 6.0 2.16 [1.39, 3.31] F - |
Walker et al 2013 4.0 561 [2.41, 13.09] : t 4
Rasmussen et al.2 2015 7.2 1.84 [1.60, 2.13] : ——
Sico et al 2015 7.1 117 [1.01, 1.36]
RE Model (Q = 66.52, df = 6: I° = 97.0% [95% C| 92.8 — 99.5]) 2.56[1.43, 4.61]  ————ee—ae e e
RE Mcdel Studies (Q = 156.91, df = 16; ¥ = 94.9% [95% CI191.4 —98.7]) 2.16[1.68,2.77] e —
[ | | I T I I 1
0.75 1 2 4 8 12 16 20
Risk Ratio
14

Shah ASV. Circulation 2018;138:1100-1112



Cardiovascular Risk and Health Among People With
Human Immunodeficiency Virus (HIV) Eligible for
Primary Prevention: Insights From the REPRIEVE Trial

Pamela S. Douglas,"” Triin Umbleja.” Gerald S. Bloomfield,' Carl J. Fichtenbaum,® Markella V. Zanni,* Edgar T. Overton,” Kathleen V. Fitch.' Emma M. Kileel,*

~N Estimate 99.9% C1 Pvalue
(ART duration \
per S years 7382 -4 0.19 (0.17,0.28) <. 0001
Nadir CDa
lowwer category 7137 0.1 (0.0, O.220) ~<_ 001
Entry CD4 cell count
per 100 cells mm?> 7382 0.05 ((0.03%, 0.08) - O00O"
CDA4:CDS8 ratico
per 0.5 6165 ~D.04 (-O.75, 0.07) 27
HIV-T RNA
higher category SB861 PS> 0.16 (-0.14, 0.45) 0.08 )
(" Entry ART regimen : 5 <0.001*
NRTI + INSTI 1911 : —— : 0.19 (-0.12,0.50)  0.041
NRTI + NNRTI 3409 : % : Ref -
NRTI + PI 1411 ; p—ao— : 0.23 (-0.06, 0.52) .009
Other 651 § } % I 0.56 (0.15,0.97) <.0001
Entry NRTI : : 004* ___J
/~  ABC 952 § G—ij : 0.33 (-0.02,0.67)  .002 )\
TAF 1064 : F—— § 0.27 (-0.08,0.62)  .010
TDF 4514 g ¢ g Ref -
Other 852 : e g 0.13 (-0.21, 0.48) .20
| | | 1 | | 1
\_ -1.5 -1.0 -0.5 0.0 0.5 1.0 1.5 2.0 Y

FCE RISK Score (7)
Douglas Cardiovascular Risk and Health Among PWH e CID 2021



Ulkemizde Dolasim Sistemi Hastaliklari ve Oliim

 Ulkemizde toplam niifusun 6lim nedenleri incelendiginde, 2022 yilinda %35,4 ile
dolasim sistemi hastaliklari ilk sirada, %42.3’G iskemik kalp hastaliklari

(%)
(%)

ooissm sseni s | R o

fyi huylu ve kotii huylu timorler

Diger kalp hastalikian FAR FAR

Solunum sistemi hastahklan
Serebro-vaskiiler hastahiklar 189

i¢ salgi bezi (endokrin), beslenme ve
metabolizmayla ilgili hastalklar

Hipertansif hastalkiar 5 [ 5 SR X"

COvID-19

Sinir sistemi ve duyu organlan

hastaliklan Diger EXIEXL
Digsal yaralanma nedenleri ve
zehirlenmeler 2024 0202

Diger

Bilinmeyen

2021 = 2022

https://data.tuik.gov.tr/Bulten/Index?p=0lum-ve-Olum-Nedeni-Istatistikleri-2022



PE11/19 - Prevalence of Age-associated Non-infectious Comorbidities among HIV-infected
Patients in Turkey 16th EUROPEAN

AIDS CONFERENCE
V. Korten', T. Yildirmak?, D. Gdkengin3, S. Gencer*, M. Fincanci®, A. Cagatay®, N. Ceran, A. Inan, G. Mermut®, D. Yagei  [ISSE———
Caglayik!, G. Eren®, F. Simgek?, HIV-TR Cohort

Cok merkezli kesitsel ¢calisma, Nisan 2015, Nisan 2017,

7 merkez, >40 yas, 662 hasta, %83.5 erkek, ortanca yas 50
Ortanca CD4 : 274 h/ul

%98.3'U ART aliyor, ortanca ART alim siiresi 42 ay (IQR: 7.8)

Sigara %44.9

Fazla kilo %42.3, obezite %13,6
Hiperlipidemi %22,4
Hipertansiyon %16,5

Diabetes mellitus %9.1
Hastalarin %46.2’sinde en az 1
komorbidite

%13,6 ‘sinda 22 komorbidite

fPrevalence of Non-Infectious Comorbidities Among Individuals Living with HIV in Turkey,




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

Korten V', Gtkengin D?, Yildimmak T2, Inkaya ACY, Fincanc M?, Yage! Caglayik D', Mermut G2, Simsek F*, Eren G¥ Unal §¢

Infectious Divaasas, Marmara Univeraity Hospital stanbud, Turkey, "Infectioun Diseases, Ege Linivarsily Hospital Lamir, Turkey, Snfectious Disaases and Clinical Microbiology, Okmeydani Training and Resaich Hosplal iskandl, Turkay, “hechious Diseisies, Hcetinpe Universlly, Anka,
Tuay, “nhactious Disasses and Cinicl Mioobialogy, latanbul Education and Research Hospitsl Istanbel, Turkey

Cok merkezli kesitsel calisma

e Temmuz 2016- Subat 2017, 5 merkez, 40-74 yas
B | | arasinda KVH olmayan, statin almayan hastalar

Sooee wih ARFT 5 (S 4) D 00, se@n

667 hastanin 527'si degerlendirilmis
%82'si erkek, ortanca yas: 48
%11 erken baslangich KVH aile dykiisi
%50 sigara icici
%22 HT
%8 DM

ASCVD scoew 3858 123 122 0N

ASCVD scowm

ity ARF* 338 E3 8 192 (S84

DADF sccem 38T (ra s TaO m )

DalDs 3 a2, 188427 )

* AR - ASSSouw A Facxes Frsrswoggues (DM, ASCV0 DU chotentercl 2 150 mpat. o DA, Scorve
(DM o GFR = 80 rivm or st cholestersd » 310 Mg o Sond s & T DD e




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, | Akahn. H*; Kaya, B*®; Deveci, A®; inan, A’: Inan, D®; Altunsoy, A%; Ozel, A.S5'°%; Karaoglan, i
Eraksoy, H'?; Demirdal, T=; Yildirmak, T"; Birengel, S”; Inci, A™; Nazh, A"; Kayaaslan, B?; Sayin Kutlu, S*¥; Ataman Hatipoglu, C'¥; Esen, Y=°;
Koc, T2 Korten, V'; and HIV-TR Study Group

. i i i, Dru
Cok merkezli kesitsel calisma, 2019-2021 HI

20 merkez, 1425 hasta, %82.7 erkek, >40 yas, ortanca yas 51
* %10.6 tanili KVH GLASGOW 2022
e QOrtanca CD4 : 696 h/ul

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

Age, y, median (IQR) 51(45-58)
Male, Sex 1178(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(2.5)
Exercise & physical activity. 248(17.4)
Body mass index

Obese (30 kg/m?) 258(183)
Diabetes mellitus 242(17)
Hypertension 420(29.5)
Hypercholesterolemia 498 (34.9)
Family history of premature cardiovascular disease 102(7.2)
Family history of CAD (In parents) 310(213)
Years since HIV diagnosis, median (IQR) 5.0(2.0-9.0)
Cumulative months of ART use, median (IQR)

Protease Inhibitor 218(15.3)

Nucleoside Reverse Transcriptase Inhibitor 1390 (97.5)

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

Nadir CD4<200 cells/uL 424(29.8)
Current CD4- cell count, celis/ul, median (IQR) 696 (479-920)

Viralload, <200 copies/mL 1345(94.4)




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 H |
among people living with HIV(PLWH) in Tiirkiye Therapy

Tukenmez Tigen, E'; Gokengin, D% Ozkan Ozdemir, H* Akalin, H*; Kaya, B®; Deveci, A%; inan, A; inan, D?; Altunsoy, A% Ozel, A.S" Karaoglan, I™; GLASGOW 2022
Eraksoy, H; Demirdal, T%; Yildirmak, T*; Birengel, S™; Inci, A'®; Nazli, A”; Kayaaslan, B%; Sayin Kutlu, S*; Ataman Hatipoglu, C*; Esen, Y%,
Kog, T%% Korten, V'; and HIV-TR Study Group

®* Cok merkezli kesitsel calisma, 2019-2021
* 20 merkez, >40 yas, 1425 hasta, %82.7 erkek, ortanca yas 51
®* Ortanca CD4 : 696 h/ul

Participant Characteristics

Median (IQR) or proportion (n=1425)
Age, y, median (IQR) (45-58) : 20 1 7 202 1
,:::;(:\egx {current smoker) 161;18((48:—77)) . ° o
Wran resn g s Sigara %44.9 Sigara %45.7
I;:’r::z i ;‘):dy:lxcal activity 248 (17.4)
. Obese G30kr) S Obezite %13,6 Obezite %18,3
Hypertension 420(29.5,
Hypercholesterolemia 498 (34.9) ° ° ° ° 0 . . . °*0
Fomiy tory f rertecardascr g 10202 Hiperlipidemi %22,4 ‘ Hiperlipidemi %34.9
e (1QR) S . . . . 0
it P Hipertansiyon %16,5 Hipertansiyon %29.5
Nucleoside Reverse Transcriptase Inhibitor 1390 (97.5)
Others 1325(93) ° .
e oo it Diabetes mellitus %9.1 Diabetes mellitus %17
Current CD4" cell count, cells/ulL, median (IQR) 696 (479-920)
Viral load, <200 copies/mL. 1345 (94.4) o e - ol .
Lipid distirGicl ajan icin uygun kisiler: Lipid districl ajan icin uygun kisiler
* ESC->%21.8 * ESC-->%75.3

*  AHA-->%36.4 *  AHA-->%47.1



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, A%; inan, A7; inan, D?; Altunsoy, A?; Ozel, A.S"; Karaoglan, i";
Eraksoy, H'?; Demirdal, T, Yildirmak, T"; Birengel, S*; Inci, A®®; Nazli, A”; Kayaaslan, B?; Sayin Kutlu, S*; Ataman Hatipoglu, C*; Esen, Y?°;
Kog, T? Korten, V'; and HIV-TR Study Group

Table 4. Logistic regression analysis of three CVD risk scores for higher risk status

Table 2, CVD risk prediction strata according to different CVD risk prediction models

ASCVD 10 year risk >10 %
M As 5

Low risk(<5%) Borderlinerisk Intermediaterisk  High risk(20%)

OR
n(%)  (25%to<7.5%) (27.5%t0<20%) n (%) (95%C1) f (95%C1) g (95%C1) f (95%C1) f (95%C1) g (95%C1)

n(%) n (%)
459 (405) 189 (16.7) 38(33.4) 106(9.4) 124 <0002 140 <0001 1% <0001 12 <0001 106 <0001 17 <0001
(12112 (134-146) (114-18) (125:1.34) (1.04-1.08) 12313
o e i o st o 2n <ow1 a7 Yon 4n <ow| 89 |uom BR «0F W6 |oom
n(%) (10%- <20%) n (%) n (%) “urrent smoking : ; ' o2y e Sy "f s
s <ooolgz bow o ass\__J 09 07N’
128(64.3) 304(26.9) 100(8.8) (102-109) (10111) (097-11) (096-103)
<% 1-5% 5-10% >10% 428 0001 703 <0001 244 <0001 255 <0001 210 <0001 423 <0001

n (%) n(%) n(%) n(%) BAST) @) (8537 (1643%) (149295 Q66T

62(5.5) 651(57.5) 216(24.4) 143(12.6) 93 <0001 197 <0001 722 <0001 B9 <0001 138 QON6

(6.32-139) (103:377) {4.85-10.7) (8.57-297) (0:92-2.06)

8(0.7) 319(28.2) 375(33)) 430(38.0) 153 0004 221 <0001 166 <0OOT 23 <0001 164 0004 188 0008
(1.4-205) (136-358) (125221 (151:357) (L7-229) (117-3.0)
Score2/ Score2-0P QLTITLNEELT Highrisk  Very high risk
for high risk n(%) n (%) n(%) 102 020 102 023 0987 038
countris 320(28.3) 615(54,3) 197(17.4) (0.99-1.05) (0.99-1.05) (0.96-1.02)




Kronik inflamasyon artmis komorbidite riski ile iliskili
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HIV-related cardiovascular diseases: the search for a unifying hypothesis

(¥ Leanne Dominick,' Natasha Midgley,' Lisa-Mari Swart,! Devon Sprake,' (0 Gaurang Deshpande,’

HIV infeksiyonu

/l\

Mikrobiyal '

translokasyon
\ ! /

Pro-inflamatuar sitokinler:
TNFa, IL-6, IL-12, IL-8, IL-1
Pro-fibrotik sitokinler: IL-10;
TGFB

‘/:cAM'

TPAK1 Kollajen iiretimi
[‘r!f:g- ( ve birikim ]

Ko-infeksiyonlar

L

Kardiyovaskiiler Hastaliklar
Am J Physiol Heart Circ Physiol 2020



HIV-related cardiovascular diseases: the search for a unifying hypothesis

( Leanne Dominick,' Natasha Midgley,' Lisa-Mari Swart,' Devon Sprake,' () Gaurang Deshpande,’'

Persistan

Yagam tarzi immun
risk faktorleri aktivasyon

Kardiyovaskiiler Hastaliklar

Am J Physiol Heart Circ Physiol 2020:318: H731-H746



HIV ve Kardiyovaskuler Hastalik icin Risk Faktorleri

Antiretroviral Tedavi

Geleneksel Risk Faktorleri
-Hiplertjnsiyon KVH HIV
-Dislipidemi Dusuk CD4
oM — YUk§sek viral yiik
-Visseral adipoz doku .
-Sedanter yasam Inflamasyon
-Stres
Diisiik HDL-C Y_:_=\§ |
Yiiksek nonHDL-c (6zellikle >45)
Yiiksek VKi 1

Yasam Bi¢imi Genetik (Aile oykiisii)

Adapted from Zanni M. Et al. Nature Reviews Cardiology 2014



Kardiyovaskiuler Risklerin Belirlenmesi

>40 yas ise 5-10 yilhk

kardiyovaskuler

hastalik riskini
belirle

<40 yas ise
kardiyovaskuler
risklerin varhgini
tespit et

Risk modifikasyonu
yap




Kardiyovaskuler Hastalik Risk Belirleme

Framingham DAD
10 yillik MI veya Koroner Oliim Riski Hesaplamasi 5 Yillik Koroner Kalp Hastaligi Riski Hesaplamasi
Cinsiyet Cinsiyet
Yas Yas

_______ KKH aile oykusu

Total Kolesterol Total Kolesterol

Diyabet

IDV veya LPV aldigi yil sayisi
IDV, LPV veya ABC kullaniyor



Associations Working Groups Councils

@& EsSC

European Society
of Cardiology

SCOREZ

ESC platforms - Membership 8 Sign in to My ESC
=2 L= L L
The ESC Congresses & Events Journals Guidelines

Education Research

risk prediction algorithms

T. Model development

Sex-specific, competing risk-
adjusted risk models denved in 45
prospective cohorts in 13 countries

(—&680.000 individuals, and
~320.000 CVD events)

1

Recalibration to four risk regions in
Europe using age-, sex—-, and region-
specific rnisk factor values and CVD
incidence rates (denved using data
on ~10.8 million individuals)

SCORE2 risk prediction algorithms key features
Sex-specific risk prediction models
‘ - Estimate 10-year risk of fatal and non-fatal CVvD
Calibrated to the most contemporary and representative CVD rates

&.:‘. i.:f 3 7 P . g
B : B Available for four distinct European risk regions

= \ Can be rapidly updated to reflect future CVD incidence and risk
& 1 factor profiles

-

2. Model validation

External validation in 25 prospective
cohorts in 1S European countries
(~—1.7T milhhon indmwiduals, and
—~43 000 CVD evenls)

l

C-indices ranged from 0.67 (95%
confidence interval [CI] 0.65-0.68)
o O.81 (95%c C) O.76-0.86)

Individual example -
Patient risk factors:
SO yvears old
Smoker
S8P: 140 mmiHg
Cholesterol: 5.5 mmol/L
HDL-<c- 7.2 mmol/L

TO-year risk depending on risk region
T T

Lows Moderate High Very high Low Moderate High Very high
risk risk risic risk risk risk risk risk

4.29% 5.126 5.9% 13.79%% S 9% 7.5%% 8,12 13205




Systolic blood pressure (mmHg)

Kardiyovaskiuler Risk Belirleme
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Total cholesterol (mmol/l)

Systolic blood pressure (mmHg)

SCORE

Cinsiyet

Sigara kullanimi
Yas

Total kolesterol
Sistolik kan basinci



Cch

o~
p a About us - Research - Clinical programs - Resources - Collaborations -

Contre of Excallence t
Health, Immunity and Infections

Resources »Clinical 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 D:A:D(R)CVD 5 and 10 year risk score ~ 2- Gender: o O MaleO Female
[J FENCE score o [J D:A:D (F) CVD 5 and 10 year risk score =~
O °S®FENCE Score © |0 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 e
CHIP, Section 2100 VAT no.: DK29765790 - X
Blegdamsvej 9, DK-2100 Copenhagen, Denmark Follow us on: >. Family CVD history? ©®© O YesO No
6. Diabetes? o O YesO No
https://www.chip.dk/Resources/Clinical-risk-scores 7 Abacavir treatment? @ O YesO No

8. Pl exposure: (i ] yrv




Kilo Alimi ve Obezite

Kilo alimi: Kardiyometabolik durumlarin baslangic tedavisi olarak yasam
tarzi mudahalelerinde 6nerilen kilo kaybinin aksine, siklikla kiloda %5'in
Uzerinde bir artis gorulebiliyor

Asiri Kilolu: VKi 25- | Tip | obezite : VKI | Tip Il obezite: VKI Tip Ill obezite:
< 30 kg/m2 30 - < 35 kg/m2 35 - < 40 kg/m2 VKi> 40 kg/m2




Metabolik sendrom

Instilin direnciyle iliskili asagidaki 5 faktérden =3

1. Bozulmus aclik glikozu veya tip-2 diyabet

2. Hipertrigliseridemi (=150 mg/dL)

3. HDL dusiikligl (E <40, K <50 mg/dL)

4. Obezite: Bel cevresi (E 2102 cm, K =88 cm, BKE =30)

5. Hipertansiyon (=140/90 mmHg) veya antihipertansif almak



Kolaylastirici Risk Faktorleri

Yaslhlik

Hareketsiz yasam tarzi

Degisen uyku dizeni

Asiri veya dusuk kaliteli kalori alimi (6rnegin doymus yaglar, islenmis sekerler)

Asiri alkol tiketimi

Baziilaclar (6rnegin psikotrop ilaclar, steroidler, anti-diyabetik ilaclar)

Endokrin bozukluklari (GH eksikligi, hipotiroidizm, Cushing sendromu, hipogonadizm )



ART Etkisi

LowCD4 DTG
High RNA or BIC

“Return to

T i, 7

Weight
loss

TDF EFV

o ART'ye baslanmasi, sagliga donis fenomeninin bir parcasi olarak kiloyu artirir

o INSTI ve TAF, diger ARV'lere gore daha fazla kilo alimina neden olabilir

Shah S, Hill A. CurrentOpinion 2021



S Risks of metabolic syndrome and diabetes with

integrase inhibitor-based therapy

Shahini Shah® and Andrew Hill®

/ Mental health

Adverse matemal & birth
outcomes

Anti-retrovirals

- INSTI

- TAF ‘
Demographic factors
- Ethnicity (Black) ‘*
- Sex (Female)

Urbanisation & /

Lifestyle factors

__—--) Cardiovascular disease & Strocke

—) Metabolic syndrome

Pre-diabetes and Type 2
) diabetes mellitus

=3 Hepatic disease

ﬂ Neurocognitive disease/
Alzheimer's

=3 Cancer

Effect on mobility &
activities of daily living

ah'S, Hill A. Current Opinion 2021



Kilo Alimi ve Obezite : Hedef

* %5 - 10 kilo kaybi ile
* HDL kolesterol: %51
* Sistolik ve diyastolik KB : 5 mmHg {,
* HbAlc («2,55 mmol/mol) %0,5

* Uyku apnesinde iyilesme




Kilo Alimi ve Obezite -Yaklasim

VKI > 30 kg/m2 veya > 25 kg/m2 ve
kiloyla iliskili komplikasyonlari (DM,
hipertansiyon) olanlar icin ozel

olarak onerilen cesitli ilaclar
|

Kilo verme
hedeflerinden ziyade

davranis hedeflerinin
onemini vurgulayin

Altta yatan veya
iliskili durumlari
tedavi edin

Bu ilaclarin bir
endokrinolog
veya obezite

Hepsinin ART
ile yan etkileri

Orlistat, fentermin
topiramat, lorcaserin,

: ve ilac-ilac
naltrekson upropion uzmani tarafindan etkilesimleri
liraglutid recete edilmesi olabilir.
J

gerekmektedir.

J




Kilo Alimi ve Obezite —ART Yaklasim

Obez kisilerde uzun
etkili CAB/RPV ile

virolojik basarisizlik
riski T

Obez kisilerde
TDM'yi (terapotik
ilac takibi) disunun.

J




Obezite — Cerrahi

VKI > 40 kg/m?2 veya

> 35 kg/m? Ciddi yasam tarzi girisimlerine direncgli

olan ve T .
Obezite ile iliskili eslik eden hastaliklari olan kisilerde

Obezite cerrahisi sonrasi terapotik ilac izleme ve ila¢ dozu ayarlamali



Diyabetes mellitus

* Diyabetes mellitus prevalansi ABD’de ~%8 olmasina karsin tlkemizde %14
* Tip 2 DM, HIV ile yasayan bireylerde, HIV negatif toplumdakinden daha sik

Tablo 10.1. Tip 2 Diabetes mellitus tan: kriterleri

OGTT 2. saat plazma

' HbA1c¢?
;Aqlll;dpl-l;zma glikozu glikozu (ma/dL)
mg (75 g glikoz) mmol/mol
DM tanisi >126 (2 kez) veya — >200 >%06,5
Bozulmus glikoz .
100-125 veya — 140-199 %5,7-6,4 Prediyabet
toleransi (BGT)
Bozulmus aclik glikozu ;
100-125 <140 %5,7-6,4 Prediyabet

(BAG




* Bozulmus aclik glikozu (BAG) ve bozulmus glikoz toleransi (BGT) :
* Hem KVH morbidite/mortalitesini
 Hem de diyabet gelisme riskini (4-6 kat) artirmaktadir.




Tip 2 DM tanisi

Semptomatik hiperglisemide DM tanisi

Hipergliseminin klasik semptomlari (poliliri, polidipsi, polifaji, zayiflama,
bulanik gérme) olan bireyde

Gunun herhangi bir zamaninda bakilan (aclik tokluk 6nemsiz) kan sekeri
>200 mg/dL ise tip 2 DM tanisi konulmaktadir

Diinya Saglik Orgiitii ve American Diabetes Association



Asemptomatik bireylerde DM tanisi
Asagidakilerden biri tani icin yeterlidir:

» A?hk plazma glikozu 2126 mg/dL (ayri glinlerde iki kez
bakilan)

» OGTT 2. saat plazma glikozu (75 g glikoz) >200 mg/dL
» HbA1c degeri 2%6,5

Prediyabet tanisi

Asagidakilerden biri tani icin yeterlidir:

1-Achk plazma glikozu 100-125 mg/dI
2-OGTT'de 2. saat plazma glikozu 140-199 mg/dlI
3-HbA1c %5,7-6,4



Tedavinin Hedefleri

Glikozda dalgalanma (hiper-/hipoglisemi) olmamal

HbAlc <%7 olmali

Aclik plazma glikozu 80-130 mg/dL araliginda bulunmali

Nefropati, retinopati ve noropati taramalari HIV ile enfekte olmayan
diyabetliler gibi yapiimali



Tip 2 Diyabet Yonetim

Yasam bicimi degisikligi: cok onemli

3 ayda yetersiz kalirsa

+

Metformin: Ginde 500 mg ile basla.
Tolere ederse 4 haftada 2000 mg/gun dozuna cik (DTG ile en fazla 1000 mg).

Metformin lipoatrofiyi kotulestirebilir.

+

3 ay sonra HbA1c >9%7 ise
1



Dislipidemi

Yiksek LDL-k KVH riskini arttirmaktadir

Yuksek riskli kisilerde trigliserid >200 mg/d| KVH riskini azaltmak icin statin
kullanimi énerilir

Cok yuksek trigliserid duzeyi pankreatit riskini arttirir fibratlar kullaniilmahdir.

Kaloriyi azaltmak, vucut agirligini azaltmak, egzersizi arttirmak HDL dizeyini
arttirir

Balik tiketmek, doymamis yagi kaloriyi alkol alimini azaltmak kolesteroll azaltir




SCORE Risk Belirleme: Hedef LDL



Antihiperlipidemikler

ilag Grubu ilag Yan etkiler Pi/r ile kullanimi NNRTI ile kullanimi
Statinler Atorvastatin Disik doz ile basla Yuksek dozlari tercih et
(10-80 mg; max 40 mg)
Fluvastatin ) ) Yiksek dozlari tercih et Yiksek dozlari tercih et
20-80 mg Gastrointestinal
semptomlar,

Yiiksek dozlari tercih et Yiiksek dozlari tercih et
(DRV/r ile diisiik dozda
kullanilmalh)

Pravastatin (20-80 mg) basagrisi

uykusuzluk,

rabdomyoliz,
Rosuvastatin toksik hepatit Diisuk doz ile basla Yiksek dozlari tercih et
(5-40 mg; max 20 mg)

Simvastatin (10-40 mg) Kullaniimaz

Pitavastatin (1-4 mg) Bilinen ilag-ilag etkilesimi yok
intestinal kolesterol Ezetimib Gastrointestinal | Bilinen ilag-ilag etkilesimi yok
emilim azalticilar semptomlar

PCSK-9 inhibitoleri Evolocumab Bilinen ilag-ilag etkilesimi yok




REPRIEVE: HIV ile Yasayan Bireylerde KVH Onlemede Pitavastatin

ART alan, 40-75 yas arasli ve

A Pitavastatin 4 mg QD (n=3,888

N=7.769 riskine sahip olan bireyler

Plasebo (n=3,881)

Pitavastatinin MKO Uzerindeki Tedavi Etkisi

iIk MKO iIk MKO veya Oliim
. -%35 vs. plasebo -%21 vs. plasebo
g o .
3 . . Calisma, ortalama 5.1 yil takip
§ — Plasebo sonrasi, pitavgstatin grubundaki
3 4 6- o . etkililik nedeniyle erken durduruldu.
£ itavastatin
2 2 4-
0-F | —AY T T I 2Ay
0 12 24 36 48 60 72
0 I I I I

| |
0 12 24 36 48 60 72

HIV ile yasayan ve pitavastatin alan bireylerde, plasebo alanlara kiyasla medyan 5.1 yillik takip suresince
major olumcul kardiyovaskiuler olay gorulme riski %35 daha dusuk

49
Grinspoon SK ve ark. N Engl J Med 2023



Statin Baslamadan Once Dikkat Edilmesi Gereken Durumlar

lleri yas (>70) = Daha once statin iliskili toksisite dykusu
Karaciger ve bobrek hastaligi = Alkol tiiketimi
varlig

Noromuskuler problem varligi
Miyopati 6ykisu

Tedavi edilmemis hipotiroidizm
D vitamini eksikligi

Disuk beden kutle indeksi

= Asirl egzersiz varlig
= Asiri greyfurt suyu tuketimi

= [lac etkilesimi (gemfibrozil, makrolidler,
proteaz inhibitorleri, verapamil, azol grubu
antifungaller)




Dislipidemi Tedavisi Takibi

»Pl, EVG/c kullanimina dikkat

» Statinler gece yatmadan 6nce ac karnina alinir
»Baslangic: Dislik dozda ator/rosu/pitavastatin

»4-12 hafta (8 hafta optimal) lipid profili ve KCFT

» Doz artirdikca 4-8 hafta ara ile kontrol

»Rutin CK takibi dnerilmiyor, semptom varsa CK bakilmali
» ALT>3 kat ve CK>10 kat ylUkselmisse statin tedavisini kesin
»Yilda bir kez statin altinda kan sekeri kontroll yapin



Hipertansiyon

Tablo 10.12. Kan basinci seviyeleri, kardiyovaskiiler risk faktorleri, organ hasari veya yandas

hastaliklara gore hipertansiyon hastalik evreleri

Diger risk
faktorleris,

Kan Basincinin (mmHg) derecelendiriimesi

otk ron[oBonbaman e | SxB 140:159 | axB re0-179
(OH) veya = - 2
hastalid: DKB 85-89 DKB 90-99 DKB 100-109
Baska risk

Evre 1 faktora yok

(komplike olmayan) |1-2 Orta-yiiksek
>3 Yuksek risk

Evre 2
(asemptomatik)

OH, evre 3 KBH
veya diyabet

Evre 3

(yerlesmis hastalik)

Semptomatik
KVH, evre =4
KBH veya OH
olan diyabet

Cok yuksek

risk

Yiksek risk

Cok yuksek

risk

Yiksek risk

Cok yuksek

risk

3. Derece HT
SKB =180
DKB =110

Yiksek risk

Yiksek risk
Yiksek risk
Yiiksek -cok
yuksek risk

Cok yuksek
risk




Hipertansiyon

Hipertansiyon tedavisindeki ilk hedef
— tim hastalarda KB’n1 140/90 mmHg degerinin altina indirmektir.
Tedavi iyi tolere edilirse cogu hastada 130/80 mm Hg ve daha asagisi hedeflenebilir.

> 70 yas sistolik hedef 140 mm Hg
Tum hastalarda diyastolik KB hedefi <80 mm Hg

HIVIAIDS

TAND IZLEN VE TEDAYI

L KITAB]




Hipertansif Hasta Ilk Degerlendirme

Z

Bazal
Hb/Htc

AKS ve
HbAlc

Lipid
profili

BUN,Kre
UA,Na,K

4

JKCFT

£

TTE
idrarda
Alb/Cre

EKG

Ug
organ

. |hasari

varligini
arastir



Hipertansif Hasta Tedavi Yaklasimi

4

Evre 3 HT SKB

>180 DKB
Evre 2 HT SKB >110
>160 ;DKB

Evre 1 HT >100

SKB=140-159

Artmig KB SKB=130- 8 DKB=90-99

139;DKB=80-89

|
Yasam tarzi degisikligi



Hipertansif Hasta Tedavi Yaklasimi

Artmis KB SKB=130-
139;DKB=80-89

|
Yasam tarzi degisikligi

¥ 2

KVH riski KVH —KBH riski yuksekse tedavi

ylksekse BASLA, dusukse yasam tarzi
tedavi degisikligi ile 3 ay sonra kontrol-
disin halen KB kontrol altinda degilse

ilag tedavisi baslanir



Hipertansif Hasta Tedavi Yaklasimi

‘ Evre 3 HT SKB
>180 DKB
Evre 2 HT SKB >110
2160 ;DKB
2100

|
Yasam tarzi degisikligi

\ 4 \ 4

Hemen tedavi BASLA
Hedef: 3 ayda KB kontrolinu saglamak
18-65 yas: 120-129/ 70-79 mmHg
> 65 yas: 130-139 /70-79 mmHg



Yasam tarzi degisiklikleri




Antihipertansif Tedavi: ART, IIE

CAB

Antihypertensives ATVic ATVIr DRV/c DRVir LPVir | DOR EFV ETV NVP RPV FTR | MvC BIC Shal RPV DTG |EVG/c| RAL | TAF | TDF
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Providing summary data of HIV drug
interactions. Full details available at

www.hiv-druginteractions.org
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Hipertansif Olgunun Takibi

llac baslanan hastada 3-4 hafta sonra KB kontroli

L

Kan basinci optimal seyreden hastalara en az yilda bir
Lkontrol,

v

Iki yildan fazla ara vermeyecek sekilde uc organ hasari
Lvarllél degerlendirilmelidir




HIV ile Yasayan Bireyde
Kardiyovaskuler risk yonetimi



10 yilhik kardiyovaskiler hastalik riski hesapla

Tiim kisilere yasam tarzi degisiklikleri 6ner,
10 yillik KVH riski 210 olanlarda ART modifikasyonu

B

Modifiye edilebilecek risk faktorlerini belirle

[ Lip{dler J
U

(" KVH riski > %10 veya\
Tip 2 DM veya bilinen
KVH varsa ilag

\_ ted._gvisi )
4 Hggref : )
LDL-K<70, Non-HDL<100
Cok yuksek risk

LDL-K<55, Non-HDL<85

- J




Respond Calismasi
ART Naif HIYB’lerde INSTI Temelli ART’nin KVH Uzerine Etkisi

Y Unadjusted Cumulative Incidence Curve o Adjusted Cumulative Incidence Curve

g 0.10 g 0.10

R S

£ 0.08 £ 0.08

= INSTI +
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© Yr Since ART Start ©

Patients at Risk, n -0.2% -0.2% -0.6% -0.5%

INSTI 1813 1615 1398 1165 945 722 504 275 130 (-0.5t00.1) (-0.5t00.1) (-1.7 t0 0.3) (-2.4t01.2)

Other 3549 3161 2855 2522 2227 1933 1582 1261 976 . .
Risk difference: INSTI vs other

 49vyilicerisinde 116 KV olay goruldu (IQR: 2.4-7.4)
* INSTI temelli ART ile diger ART arasinda KVH insidansi acisindan fark gorulmedi

M;"ﬂ“

Conference on
Retroviruses and
nrgeions o) Surial. CROI 2023. Abstr 149.
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v Options for ART modification Include.
{1) Replace with NNRTI or INSTI known 10 cause |ess metabolic
disturbances andor lower CVD risks, see page 16
(2) Consider replacing ZDV of ABC with TDF or use an NRTI-

8paring regimen
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