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«DUskinlik» donemi mi?

Daha uzun yasam mi?




Estimated number of people living with HIV aged 50 and older by region, 1995-2013
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Yeni tani alan 50 yas ve uizeri olgular
2006 yilinda 1/11
2015 yilinda 1/6
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Achieving the fourth 90: healthy aging for people
living with HIV

Tiffany G. Harris, Miriam Rabkin and Wafaa M. El-Sadr
AIDS 2018, 32:1563-1569
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The availability of potent antiretroviral therapy (ART) has HIV among older PLWH and highlight the need for
transformed the HIV epidemic, changing HIV disease further research to better understand the interaction



HIV ile yasayan yash birey (PLWH)

* Hayatinin yash doneminde HIV enfeksiyonu tanisi almis kisi

Hekimlerce risk grubu olarak goriilmuyorlar. HIV enfeksiyonu nedenli semptomlarin (kilo kaybi,
halsizlik vb) yaslanmaya bagli oldugu distintlerek test istenmiyor

50 yas ustu kisilerin %5’den azi1 kendisi test yaptiriyor, yas arttikca test yaptirma orani azaliyor
HIV bulasinda genclerle ayni risklere sahipler. Es kayiplari fazla, yeni partnerler ediniyorlar
Atrofik vajinit! Gebelik riski yok, erektil disfonk ilaglari, kondom kullanmama

Aileleri, arkadaslari tarafindan, isyerinde damgalanma, islerini kaybetme endiseleri var. HIV ile
enfekte olduklarini agiklamaktan ve tedavi almaktan korkuyorlar

Tani aldiklarinda daha gec evrede oluyorlar. ART’ ye daha gec baslaniyor

* HIV enfeksiyonu ile birlikte yasayip yaslanan kisi
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Figure 1. The Hallmarks of Aging
The scheme enumerates the nine hallmarks described in this Review: genomic instability, telomere attrition, epigenetic alterations, loss of proteostasis, de-
reguiated nutrient sensing, mitochondrial dysfunction, cellular senescence, stem cell exhaustion, and altered interceliudar communication.
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J Infect Dis. 2013 Apr,207(7):1157-65. doi: 10.1093/infdis/jitD06. Epub 2013 Jan 9.

Inhibition of telomerase activity by human immunodeficiency virus (HIV) nucleos(t)ide reverse
transcriptase inhibitors: a potential factor contributing to HIV-associated accelerated aging.

Leeansyah E', Cameron PU, Solomon A, Tennakoon S, Velayudham P, Gouillou M, Spelman T, Hearps A, Fairley C, Smit de V, Pierce AB, Armishaw J,

Telomerler telomeraz ile tamir edilir
Telomeraz bir «reverse transcriptase» enzimidir

Invitro 3TC, ABC, FTC, TDF telomerazi belirgin sekilde inhibe etmekte

NRTI iceren ART alan HIV pozitif kisilerin telomeraz aktivitesi
* HIV negatif ve

* NRTIicermeyen ART alan HIV pozitif kisilerden dnemli 6lclide daha distk

Bu durum yasla ve NRTI'nin toplam kullanim suresiyle iliskili
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Daha sik ve daha erken donemde
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Clin Infect Dis. 2011 Dec:53{11):1120-6. doi: 10.1093/cid/cir627. Epub 2011 Oct 13.
Premature age-related comorbidities among HIV-infected persons compared with the general
population.

2.854 HIV pozitif - 8.562 HIV negatif kisinin oldugu kohort

HIV serolojisi ve yasa gore komorbiditelerin prevalansi, 2009
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mHIV enfekte bireyler, HIV negatif kisilere kiyasla kardiyovaskiler hastalik, kemik kiriklari ve bébrek
yetmezligi gelisimine daha duyarhdir

mBu komorbiditeler HIV enfekte hastalarda daha erken gelisir



Komorbiditeler

HIV ile enfekte kisiler
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2003-2013 ABD’de 60 000’den fazla PLWH

1. Hipertansiyon %31-76
2. Hiperlipidemi %22-50
3. Endokrin hastaliklar %22-54

10 yilhik periyotta komorbiditelerde artis !!

Gallant J, et al. J Infect Dis. 2017,216(12):15.
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* Erken yaslanma

e KVS hastaliklar

* Renal hastaliklar

* AIDS iliskisiz kanserler

< R
Chronic liver disease

* Osteoporoz
e Kirilganlk
* Norokognitif fonksiyonlarda azalma



Kardiyovaskuler sistem

Sigara
Alkol

Glukoz intoleransi
DM

50 yas ustu

Madde kull
Beslenme bozuklugu
Kilo artisi

Dislipidemi
Ateroskleroz

Saves M, et al.Clin Infect Dis. 2003;37(2):292
Berry SA, et al. J Acquir Immune Defic Syndr. 2012 Apr;59(4):368-75




Framingham estimates 10-year risk of
MI or coronary death’

| [

heart disease®

estimates S-year nisk of coronary

Subjects: HIV-negative US adults
without CHD or DM

Subjects: HIV-positive, mostly
European adults without CHD
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|
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Chin Infect Dis. 2015 Feb 15;60(4):627-38. doi: 10.1093/cid/ciu869. Epub 2014 Oct 30.
Comparison of risk and age at diagnosis of myocardial infarction, end-stage renal disease,
and non-AlDS-defining cancer in HIV-infected versus uninfected adults.

Althoff KN', McGinnis KAZ, Wyatt CM3, Freiberg MS?, Gilbert C3, Oursler KK®, Rimland D7, Rodriguez-Barradas MC8, Dubrow R, Park LS9, Skanderson
M2, Shiels MS19, Gange SJ7, Gebo KA', Justice AC?: Veterans Aging Cohort Study (VACS).
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Renal hastaliklar

Background
Factors

Lifestyle factors
P Aging
Urbanization
Social and
economic

determinants

Genetics and
Epigenetics

HIV -AIDS

Drugs
for Ols

Asiklovir
TMP-SMX

Table 1 | HAART-assoclated kidney
disease

Renal syndrome

Medication

Other NCDS
DM, HTN and CVD

INFLAMMAGING

reviations:

HTN-Hypertension; Ois — Opportunistic Infections

Kalyesubula R, Acquir Immune defic Synd. [sup] 2016

Y

RT-Antiretroviral Therapy; CVD-Cardiovascular Disease; DM-D

Acute kidney injury
Toxic acute
tubular necrosis

Acute interstitial
nephritis
Crystal
nephropathy
Tubulopathies
Fanconi’s
syndrome

Renal tubular
acidosis

Nephrogenic
diabetes insipidus

Nephrolithiasis

Chronic kidney discase

Chronic Intersti-
tial nephritis

Post-AKI kidney
discasec

Tenofovir, ritonavir,
didanosine

Atazanavir, abacavir,
indinavir

Indinavir, atazaravir

Tenafovir, didanos-
ine, ritppavir
Larmmivudine, stavu-
dine

Tenofovir, didanos-
ine, indinavir

Indinavir, atazanavir,
nelfinavir, ampre-
navir, saquinavir,
efavirenz

Indinavir, tenofovir

Several HAART
drugs




Clin Infect Dis. 2015 Feb 15:60{4):627-38. dai: 10.10293/cid/ciu869. Epub 2014 Oct 20.

Comparison of risk and age at diagnosis of myocardial infarction, end-stage renal disease,
and non-AlDS-defining cancer in HIV-infected versus uninfected adults.

Althoff KN, McGinnis KaZ, Wyatt CM3, Freiberg MS?, Gilbart C%, Oursler KK®, Rimland D7, Rodriguez-Barradas MC?%, Dubrow R, Park LS9, Skanderson

M2, Shiels MS19. Gange SJ7, Gebo KA1, Justice ACY; Veterans Aging Cohort Study (WVACS).
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Yaslanan HIV ile enfekte bireyler
v' Koenfeksiyonlar (Hepatit B/C)

v' Komorbidite (DM,HT), ART iliskili bobrek hastaliklari acisindan da daha fazla
risk altindadir

Kidney International (2018) 93, 545-559;



Norolojik durumlar

Neuropsychological impairment
in the era of cART

HIV- Mild Asymptomatic HIV infection

Associated Neurocognitive Neurocognitive without cognitive
Dementia Disorder Impairment impairment

CHARTER Study (n=1,555 HIV-infected adults)

52% had NP impairment: HAD 2%, MIND 12%, ANI 33%
Heaton RK, et al. Neurology 2010;75:2087—56



Risk faktorleri

HIV iligkili durumlar Komorbiditeler

e Tanidaki CD4<200/mm?3 * Tanisirasinda ileri yas
(CD4 restorasyonuna ragmen) * Yaslanma (50 yas ustl)
e HIV enfeksiyonunun siresi * Anemi

* Al DS tanim IaVICI d urum va rl Igl Neurology. 2004 September 14; 63(5): 822-827.

Kisa ART suresi Higher frequency of dementia in older HIV-1 individuals:

The Hawaii Aging with HIV-1 Cohort

Risk of HAND is increased ) V. Valcour, MD, C. Shikuma, D, P. Poff, PhD, O. Selnes,
with lower CD4 nadir PhD, P. Holck, PhD, J. Grove S S /=] §| | HIV (.|.)
e From the University of Hawaii Research Program (Drs.
2 Valcour, Shikuma, Shiramizu, A. Burns School of Medicine,

Honolulu, HI; and Johns Hopki b | reyl e rd e Selnes and Sacktor),
Baltimore, MD.

Abstract X 2 fa L I d

Background—Antiretroviral therapy has improved survival for HIV-1-infected individuals, The
neuroepidemiologic implications of HIV-1 in an aging population are not well known, particularly
u.2 the prevalence of HIV-associated dementia (HAD).
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HAND’in sonuclari

Yasam sliresinde azalma

Kendine bakim ve yasam kalitesinde azalma
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Kanserler

PLWH daha erken yasta kanser tanisi almaktalar
(Sigara, alkol, HBV, HCV, EBV, HPV ve erken yaslanma)

Ann Intem Med. 2010 Oct 5:153(7»452-60. doi: 10.7326/0003-4819-153-7-201010050-00008.

Age at cancer diagnosis among persons with AIDS in the United States.

Shiels MS?. Pfeiffer RM. Engels EA

= Author information

1 National Cancer Institute., National Institutes of Health, Rockville, Maryland 20892, USA. shielsms@mail.nih.gowv
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oEsioN: Rogi ABD’de 212 055 ileri evre HIV enfekte (AIDS) kisi
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with AIDS than expected in the general population (P = O.001). and the age at diagnosis of Hodgkin lymphoma was significantly older
(median, 42 vs. 40 vears; P = 0.001).

pat HiIWV accelerates

ral populations, after

LIMITATIONS: Inforrmation on other cancer risk factors, inciluding cigarette smoking. was not available. Analysis was restricted to non-

Hispanic white and black persons who had AIDS, which could limit the generalizability of the findings to other racial and ethnic groups or to
persons with HIV but not AIDS.

CONCLUSION: For most types of cancer, the age at diagnosis is similar in the AIDS and general populations, after adjustment for the ages of
the populations at risk. Modest age differences remained for a few types of cancer. which may indicate either acceleration of carcinogenesis
by HIV or earlier exposure to cancer risk factors.

PRIMARY FUNDING SOURCE: National Cancer Institute.



NADM

AIDS-defining malignancy
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> East Mediterr Health J. 2020 Mar 24;26(3):276-282. doi: 10.26719/emhj.19.030.

Prevalence and mortality of cancer among people
living with HIV and AIDS patients: a large cohort
study in Turkey

Ozlem Altuntas Aydin 7, Alper Gunduz 2, Fatma Sargin 3, Bilgul Mete 2,

Hayat Kumbasar Karaosmanoglu 7, Dilek Yildiz Sevgi 2, Mucahit Yemisen 2, Bulent Durdu %,
llyas Dokmetas 2, Fehmi Tabak ¢, ACTHIV-IST (Action Against HIV in Istanbul) Study Group

Background: Cancer is responsible for elevated human immunodeficiency virus (HIV)-related
mortality but there are insufficient data about cancer in HIV-positive patients in Turkey.

Aims: We aimed to investigate the prevalence and mortality of cancer among people living with
HIVand AIDS patients in Istanbul, Turkey.

Methods: Between January 1998 and December 2016, people living with HIVand AIDS patients
were enrolled in this study by the ACTHIV-IST Study Group, which consists of 5 centres to follow-
up HIV-positive patients in Istanbul. The cancer diagnoses included AIDS-defining cancers (ADCs)
and non AIDS-defining cancers (NADCs).

Results: Among 1872 patients, 37 (1.9%) were diagnosed with concurrent cancer. Eleven patients
were diagnosed during follow-up; the prevalence of cancer among people living with HIVand AIDS
patients was 2.6%. Among 48 cancer patients, 35 patients had ADCs, and 32 of them were

alF=Talala =Y m = al= < ala - = 24 -la NEere were aln == ald= =lald= = = Na alzlaalatTa

cancer (29 were ADCs). The most prevalent NADCs were gastrointestinal, genitourinary, and
pulmonary cancers. NADCs were mostly diagnosed during follow-up of patients. The mortality of
this group was significantly higher than that of patients with ADCs (53.9% vs 22.9%).

follow-up of HIV infection. A detailed physical examination contributes to diagnosis of the most
prevalent ADCs (Kaposi's sarcoma and non-Hodgkin's lymphoma), especially in late presenters. For
NADCs, individual risk factors should be considered.

Keywords: AIDS; cancer; human immunodeficiency virus; mortality; prevalence.

Copyright @ World Health Organization (WHQO) 2020. Some rights reserved. This work is available under the CC
BY-NC-SA 3.0 IGO license (https:/f/creativecommons.org/licenses/by-nc-sa/3.0/igo).
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Diistik VKI - Ostrojen metabolizmasini {
Azalmis fiziksel aktivite - Kadmiyumun kemik met. etkisi
Sigara kullanimi - Osteoprogenitdr hiicrelerin
Alkol kullanimi osteoblastik farklilasmasini bozar
VDU

Hipogonadizm

D vit eksikligi

HCV koenf

Beslenme boz (Ca



Vpr, gp 120 osteoklastik aktiviteyi stimule

p55-gag osteoblastik aktiviteyi suprese ve
osteoblastik apopitozu arttirir

TNFa, IL-6 kemik rezobsiyonunu arttirir

Aktive T-hucrelerinden Receptor-Activator NFkB
(RANKL) salimi artar— (potent osteoklast aktivator)

HIV osteoproteregin (RANKL'a karsit etki) tGretiminde azalma
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Harris VW, JID 2012:205:391-398



Pls osteoklast/blast farklilasmasini inhibe eder

1-a-hidroksilaz activitesini inhibe ederek D vit sentezini azaltir

Efavirenz Dvit metabolizmasini hizlandirir

TDF (Tenofovir Disoproxil Fumarate) renal proksimal tubal toksisite sonucu fosfat
dusiklGgu ve artmis kemik dongtsu ile indirekt etki




Karaciger Hastaligl

DAA Felerer e Ve arerer. Atercss e Treorb Wose Fes 2005

Clinical liver-related
complications

Type 2 diabeles

Cardiovascular disease
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DAA, direct-acting antivirals; TDF, tenofovir; IDU, intravenous drug Cirrhasis - HCC
users; NAFLD, non-alcoholic fatty liver disease; DILI, drug-induced
liver injury; HEV, hepatitis E virus



Akciger hastaligi

Am J Resapir Cnt Care Mead. 2011 Feb 1;183(23):3288-95. doi: 10.1184/rccm . 201005-08360C. Epub 2010 Sep 17.

HIV infection and risk for incident pulmonary diseases in the combination antiretroviral
therapy era.
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1o bersftaprocties for a gheen parsan through 8 mullideciyingny disgroatic and Iresimant prosses,
K .e .e e U se that identifas madicsl, peychoaocis, end funciona imitaicrs simed st maximizsing overal heslth vith
° | 8y8ing 8NG th Irgrcvement of quaity of e
a S g u GS u Z u g u Recommendations (757 [75] In PUWH who ae frai:
1. Sustan and recourr ahysinal functicn Impalnment and sarcopenia prascrbing physical actidty win a
e ee radsiance traiving comperent
() 2. Adddress pubyptanracy by recucing or deprescnbingg sny neopopcssie saoefiucus mecicabonrs, see
Yava§ yu ru m e Praszrbing in Edady 20WH
3 Semeen %ar, and sovvass madtishia causas of 1atigua
4 Far FUWH axhiating yninbeedorsl wanht 1085, 200aan 1ar ravansiae causss and conaickar oo il
) calion ane prateinicandcs supplamactsdion

Fiziksel aktivitede {,

(3’tindin varligi)

5. Frezenbe viamin U for ndviduals ceqciet notlamin . see page 67
(@) Self-reported unintentional weight loss was considered present if excesding 2.5 k3 n ine last year or 2.3 kg 0 the st & months

(o} Exhaustion is armaant if the pacticpant srawas “ac@ionally™ of “mosl of the ime® to &ther ans of tha falowsrg atstemants. Dunng tha sal vaa hos
e Pars you fel thad (1) avanthing you ¢id waz an atlant, o 1] yau caukl ol ‘gal geing'

() Law phiysical activity was cansdernd prosen £ patinpant answancd ‘yes, imied a lal’ when asked whether thair D2akh Imis wWgnrous activties such
as uening IMing heavy oo ccls, paricipating n strenuous soarts

(d} ‘Walk speed time, i maasaad by & S-maler walking test in usual paca, ans rad) & daticil |5 &ssig9ad aconrding 1o he falowing cendarspecttic crilers
- Man: haight 2 1735 am and spaad 2 1LESE1 mis hadghy » 173 em and spaad < [LTEZ mis
="Woman: haight 2 150 om and 2paad 2 TESS1 mia barahy > 158 om ardd spesd 2 11 TEZ mis

(e) Maximum grip strength can o2 assessed usng 3 handheld cynamomedar the maan vake of thres consecutive measurernants of ine dominart hand
[adustee by sex and BMI cuarie bazed on UHE populten (2]
=Man: BMI = 24 kg and srength «< 23 kg, BMI 24.1-268 and sleng < 30 kg, DM 28 1-28 anc alranglh < 30 ). BMI = 28 and 2gength = 32 kg
=Woeman: BMI 5 Z3 avd svength < 17 kg, BMI 23.1-25 and slrengin < 17.3 kg B 26.1-29 and 2tranglh < 18 kg, BMI = 29 and siergh < 20 kg




HIV infection is independently associated with frailty
in middle-aged HIV type T-infected individuals
compared with similar but uninfected controls

Katherine W. Kooij®, Ferdinand W.N.M. Wit™"?, Judith Schouten™*,
Marc van der Valk®, Mieke H. Godfried®, Ineke G. Stolte™9,
Maria Prins?9, Julian Falutz®, Peter Reiss™"f, on behalf of the

AGELIV Cohort Study Group

Background: Frailty is an age-related syndrame of decreased physiological reserve and
resistance 10 stressors, associated with increased morbadity and maoetality in the general
elderly population. An increased prevalence of frailty has bheen reponed amongst HIV-
infected individuals.
Methods: Fred frailty phenotype was systematically assessaed in predomenantly wvir-
ologically suppressed HIV type T (HIV-1-indected and otherwsse comparable HIV-
uninfdected participants aged at least 45 at enrollment into the AGE,IV Cnhori Sn.:!y.
Multivariable crdinal logistic regression was used o ir igate as: 15 b
HIV- and antiretroviral themapy-related covariates. markers of inflammation and M
compositon and prefraiftyfraility.
Results: Data were available for 521 HIV-indected and 51 3 HIV-unindected individuals.
Provalence of frailty {10.6 versus 2.79%) and prefraifty (50,7 versus 36.39%) weore signifi-
cantly higher in HIV-indectod individuals (P o< 0.001) HIV infecthon remained stas-
stically significamtly associated with pre(ra:hyllrallxy after adjustment for age, sex, racey’
ethnicity, smaking, bepatitis C infection, acfities and d ion ladjusted odds
rato (OR ) 216, < 0.001]. A higher waistso-hip ratio attenuated the cocfficient of
HiIV-infected status (OR4 1.93, £ < D.007), but not waist- or hip-ciccumforence indovi-
dually or markers of inflammation. Withan the HIV-infocted group, parameters related 10
bLody Composition were most suonFty and independently associated with prefrailtyy’
frailty: current BAMI less than 20kg/m” (OR 2.83, P < 0.001}, nadir BMI less than 20 kgfm™
(OR 2.51, £<0.001) and waist-to-hip ratio {OR 1.79 per 0.1 higher, 7 < 0.007).
< fus=s HIWV infection was independemtly associated with prefrailtydirailny in
middle-aged HIV.infected patients compared with HIV.unminfected controds. This partly
may be mediated by the higher waist- and lower hipcircumfereonce in the HIV-indectod
individuals, potentially partially caused by lipodystrophy, and in part e a consequence
of historic weight loss associated with advanced HIV-disease.

Copyright © 2016 Wollers Kluwer Health, tnc. All rights reserved.

ANDS 2016, 30:241 -250
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Fig. 1. Provalence of frailty by age, in HIV-uninfected (1IV-] and HIV-infected (HIIV4} individuals.



* HIV ile enfekte bireyler yaslandik¢a, ayni bireyde siklikla birden fazla
komorbidite ortaya ¢cikmakta, daha kirilgan ve engelli hale gelmektedir

.\

* HIV enfekte kisileri takip eden hekimler komorbideteler konusunda uzman degil

* Komorbiditeler nedeniyle kisilerin basvurdugu diger brans hekimleri de HIV
enfeksiyonu ve ART kullanimina asina degiller



Part IV Prevention and Management of
Co-morbidities in PLWH

Sucoasslul management oF FLUWH gces bayond provisicn of effeclive

ART with increasing focus aftributed 1o thae appraprate management of

ca - morbidities in order a arsure the be=t outcame= for PLWH. Recapnised
coO-MNorsidtss thal dispropoTioratsly affect PLWH nclude card ovascular,
pulmonary, hopatic, metwabolic. nesplastc, renal. kara, candral nervous
sy=iem disoroers as wel as sexual dysfunctiaon. Many of these conditars
significantly Impsct populaticns as they grow clder. Recognising that older
porsons campase o signhaant propacion of many populatans lvenp wak
HIY, the: oarrert venkon of the Guidelines sungesis HIV spadfic age cut offy
for acresnng Tor many o thess co-morzigitss as well 38 tThe Inreouction of
& Maw saction offaring guldanca on scraaning for malty In aldar PLWH.

Palenlial cantributars W ca-marbkidily pathogenesis indude & highar peae-
akncs of recogns=ad rsk factors, patantal taxicities from AR T-exposura,

and HIVY infacton [ar co-infeclions with CATY and HCV} caninbuting o

Corvarsedy, many HIV doclors are nol specalisis in mansaging co-morsidi-
tic= and should seck axpart acvioe whaore appropriata in the prevaention and
maragement af such condilizns. Siluatons where consuliation is generaly
racommendead ans indicated esawhare n tais document

In parizular, as ndividaals with treated HWY ape, saome indivduals may
experiencs mulliple co-mortidities, which may coniricuts 1o freity snd
disasliily. Such clrcumstancas may require 8 comprahansive "garatric-typs”
muallidmensional, multidisciplinary nent simed al aparocprately
capluing 1ha comgoasie of medical, ssychosocial and fJunclions! cepsbilities
and Imitations of algany FLYWH. Suggasting “or this approach are ncluded
in this version of the Guidelines. One area el requires further exaloestion
is haw co-moraidibes impacl on overall qualily of life and an aporopnabe
approach to miigata his. This 155La will ba a focus of the Gudslines panal
going foraard.

Immuna dystuncliicnedysragulation, chrenic Immune activeticn and Infam-
mation. laking this Inte conskdaration, paniculas 1ocus should ba pald to
cassation of smokno, which cantnbutas o many of tha ca-markditia=s
deecribead.

Health cam prafessionais othes than HIV spaecialists. wha ara involved n
e care of PLWH ard who are nol famiiar with 1he use of ART, should
consull their HIW saecialist colleagues tefore introducing or madifying any
traatmants far co-morhidiies. A= ntervals oetwaen wses o HIVY clirics are
ircreasngly exlendsd, PLWH may need more lrequant reviaw by their pri-
mary care coclor and wea would encourage eszablishiment of formal sharad-
cara arrargemants o opbmise managament of co-mocbidities ane prevant
unwantar Cneg-creg interactions

Dapsnding on fulure cinical rgsearch indings, 1hese recomTandstinons wil
ke ragulardy updated as requined. The onlire varsans a3

Blip Swww sacsodely.org and Lthe EACS Guidelnes App conlain mare
deteled nformation and links to othar ralevant wabsias; thass wil e
raculardy updasad.

The curent racommendsations highlignl co-merbidities 1hal are sean
froquersty in tha roabng cars of Bl WH and thase far which spacific ssues
should be consdenad.
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: =Kidnoy discass ‘ | eRydnay discase
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* ART ile CD4 artisi yetersiz (timus yetersizligi)

e Sigara, madde kullanimi vb. davranissal risklerin de kombinasyonu ile komorbiditeler
(renal, kardiyovaskuler, hepatik, kemik metabolizmasi, endokrinolojik)

Polifarmasi (=5 ila¢ yaslhlarda sik)

llac-ilac etkilesimleri

Advers etkiler (renal, karaciger, KVS, kemik sagligi)
* Uzun siireli ART’ye maruziyet
* ART degistirilme ihtiyaci !!!

* Norokognitif yetersizlikler nedeniyle ART uyumunda bozukluk



Cumulative incidence of CD4 <100 cells/pl
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Virologic and immunologic response to HAART, by age and regimen class.
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= Author Information
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RIS Do e 2 Ay e Immunologic and clinical responses to highly active antiretroviral therapy over 50 years of age.
Abstract Results from the French Hospital Database on HIV.

OBJECTIVE: To cetarmine the mpscs of age and ninal HALRT raginman class on verdlogic and mmunclogic respanas willvn 24 m 1

nratan Cresat 8, Keusom ). SotalA Lo S F Oasomt d, EnalP, 03 C MADANaLA. Lans 4, Costadion &

DESIGN: Foowsd analys= of dale “ram 19 prespaciiia cohor stucies i iha Noth Amacicar A0S Coban Colaacrslion on Rasasn o mm
Dengn (NA-SCCORD)

METHODS: Twahve Ihoussrnd, one hurdred snd nnsly-sx salirelrovial-nsive aduts who niialed HAART botween 1808 sna 20c¢ | Depariment of Bostatistics. Cocrin Hosphial, University Pars V, Pans. France. gradar@icochin univ-parst &
noastac anol inFibitor-b d racy Or 3 MNNUSe2skls revaSss IrRscapiass inhibhrar INNIITIFEESat rsegmen wase ncde
study. D=crabe time-ho t mncals ast | d k. ocdds ratins (AHDR] a0d 9595 coofidencs intervals (Cis) for suoen Abgtract

load (=500 oapu:s-hl) mﬂ scparately, ot beast 1:]0 ocisiul norease ir ©02 cell count Truncated, stanilzed inverss probakbiliny we OBJECTIVE: To study immunologic and cliricsl %0 HAART in patients 50 old

sccownled foe sel 1 L from deconli tion of inilisl regimen class,

RESULTS: Amaeng 12 194 eicibie paricparss Imaan aga = 22 yaars]. 30% changed rmomar dasses afte- iriliaton (57 anc 8% DESIGN AND METHODS: A prospective cohort study which included 68 haspitals In France. A total of 3015 anteetrovealnaie patients, 401
5 of whom were aged 50 years or over. were enrctied folowing nitlaton of HAART. The Infuence of age on the mean COM cell count increase
on HAART was studed by using a two-slope mixed model. Progressicn, defined by #hwe ocourrence of a new AlDS.defining event (ADE) ar
death, was studed by Cox mutivanate analyses.

RESULTS: Amang patierts with baseling HIV RNA above 5 log coplesimi, CO4 mean increase during the tirst & monts on HAART was +429
x 10{6) cein/l per month in pagents undor 50 yoars and +36.9 x 10/€) celan per month In patents aver 50 yoars (P < 0.0001) subsequerdy,
the respectve monthly changes wera +17.9 and +15.6 x 10(6) colis) par month (P < 0.0001). Similar trends were observed in pationts with
basefine HIV RNA balow 5 log coples/ml, and aiso afier stratification for the baseine COM celt count. After a medan follow-up of 31,5 months,
263 pationts had a new ADE and 44 patients died. After adustment for baselne characierisies, clder patients had a signficanty higher risk of
dincal grogres=ion (hazard ratid (HR) = 1.62 [86% confidence interval {CF), 1.15.2.00)) and were more lkely %0 achieve a viral load below
500 copes/mi [HR = 1.23, (95% CI, 1.11.1.38)).

CONCLUSION: Patants over 50 vaars of acs have an immundiogic resporsgs 10 HAART Howaver, ther CD4 cel mcensstution & sgnificantly
Sowar Than i younger patants, desgds 8 better virclogic Msponse. Th Impared mmunclogic respense may explan thair higher nak of

0.9 -

0.8

0.7 4

0.6 -

cincal progression

0.5

0.4 4

0.3 -

0.2

0.1 4

0 v v v \d v T v v v v v v T v v v v v v v v v O v al

o 2 4 6 8 10 12 14 16 18 20 22 24
Month from HAART initiation



Arch Inten Meaed. 2007 Acr S 167(TXEE4-D7.

Older age and the response to and tolerability of antiretroviral therapy.
Silverberg NLI‘, Levden W, Horberg MA, Delorenze CN, Klein D, Quesenberry CP Jr.

= Author information

1 Division of Research, Kaisar Pamanente Narthem California, 2000 Broadway, Oakland, CA 94612, USA. Michaasel.J Silvarberg@kp.org

Abstract
BACKGROUND: The unique h
study, especially in terms of the

METHODS: Changes in HIWV cli
group), 1834 patients agad 40

RESULTS: Patients 50 yaars o
initiation (hazard ratio [HR], 1.1
RNA level rebound (to = or =1C
after adjustment for adherence
121.3, and 111.8 CD4 T cells¥nr
through 6, older patients had Iz
39, 40-49, and = or =50 years,
remained in year 1 {P =.02) bu
NMetabolic {glucose and lipids),

CONCLUSION: Despite a high«
improved virclogical outcomes

Drugs Aging. 2013 Oct;30(10):809-19. doi: 10.1007/s40266-013-0107-7.

Aging, antiretrovirals, and adherence: a meta analysis of adherence among HIV-infec

individuals.

Ghidei L, Simone MJ, Salow MJ, Zimmerman KM, Paguin AM, Skarf LM, Kostas TR, Rudolph JL.

Abstract

INTRODUCTION: Older adults are generally considered to be at greater risk for medication non-adherence due to factors such as
medication complexity, side effects, cost, and cognitive decline. However, this generalization may not apply to older adults with human
immunodeficiency virus (HIV). Regardless of age, suboptimal adherence to antiretroviral therapy (ART) can lead to increased viral load,
immunosuppression, drug-resistant viral strains, co-morbidities, and opportunistic infections. Understanding trends of adherence to ART
among older adults is critical, especially as the population of people living with HIV grows older.

OBJECTIVES: The purpose of this systematic review and meta-analysis is to determine if older individuals with HIV are less likely to be
non-adherent to antiretroviral therapy than younger individuals with HIV.

DESIGN: A systematic search in PubMed, Embase, and PsycINFO was conducted to identify peer-reviewed articles evaluating
adherence to ART in older adults. Two independent reviewers screened abstracts, applied inclusion criteria, and appraised study quality.
The bibliographies of qualifying studies were searched. Data were abstracted from studies by two independent authors. Meta-analyses
were conducted, and adherence levels were reported as the relative risk of non-adherence in older individuals compared to younger
individuals.

RESULTS: The systematic search yielded 1,848 abstracts. Twelve studies met full inclusion criteria. The overall meta-analysis found that
older age reduced risk for nonadherence by 27 % (relative risk (RR) 0.72, 95 % confidence interval (Cl) 0.64-0.82). Studies assessing
both short-term and long-term adherence demonstrated a significant reduction in non-adherence among older patients (RR 0.75, 95 %
C1 0.64-0.87 and RR 0.65, 95 % CI 0.50-0.85, respectively).

|§.?ONCLUSQONS: Older adults with HIV have a reduced risk for non-adherence to ART than their younger counterparts. Future studies

uld seek to elucidate contributing factors of adherence among older individuals with HIV.




Yaslilarda fizyolojik olarak

v Yag dokusunda artis

v’ Gastrik pH artisi

v' Azalmis albumin dizeyi

v' Sitokrom p450 enzim sisteminde degisim PK’i degistirebilir

‘\\ AL . Ayrica

S S~ v’ Kalp yetmezligi

A v' Siroz

v’ Kardiyak output ve hepatik kan akimini azaltan durumlar

Schoen JC, et al. Expert Opin Drug Metab Toxicol. 2013, 9(5):573-88.

* ART altinda renal, hepatik fonksiyonlar yakindan takip edilmeli, gereginde modifikasyon
* Toksisite nedeniyle ART degisim orani yastaki her 10 yillik artis icin %1.28
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J Antimicrob Chemother 2011; 66: 2107-2111
doi:10.1093/joc/dkr248 Advance Access publication 16 June 2011 Chemotherapy

Ageing with HIV: medication use and risk for potential

PO I ifa r m a Si drug—drug interactions

Catia Marzolini**, David Back ?, Rainer Weber?, Hansjakob Furrer“, Matthias Cavassini®, Alexandra Calmy®,
Pietro Vernazza’, Enos Bernasconi?, Saye Khoo?, Manuel Battegay® and Luigia Elzi* on behalf of the Swiss HIV

Cohort Studyt
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Figure 1. Number of co-medications (a) and therapeutic drug classes (b) used in patients age <50 years or =50 years. (b) Each bar represents the
percentage of patients using one or more drugs of the corresponding therapeutic class. Detailed use of cardiovascular drugs is presented in the
right-hand half of the figure. CNS agents included anxiolytics/sedatives, antidepressants, antipsychotics and anticonvulsants. Anti-infectives
included antibacterials, antivirals, antifungals and antimycobacterials. Analgesics included anti-inflammatory drugs, paracetameol and narcotic
analgesics. Gastrointestinal drugs included proton pump inhibitors, antidiarrhoea drugs and H: blockers. *P=0.05, **P=0.01, ***P=0.001.



Published in final edited form as:
J Am Geriatr Soc. 2014 March : 62(3): 447453 _doi:10.1111/jgs.12695.

Polypharmacy, Drug-Drug Interactions, and Potentially
Inappropriate Medications in Older HIV-Infected Adults

Meredith Greene, MD'-2, Michael A. Steinman, MD"-2 lan R. McNicholl, PharmbD?34, and
Victor Valcour, MD, PhD'-5

TDivision of Geriatrics, Department of Medicine, University of California San Francisco, San
Francisco, CA
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Parcenrage aof HIV-Infextad Particinants wirh Medication-Relz1ad Prakiems Fach har
rearesents the parcentage of particpants with each lisred medicarica-relarsd problem. Tn this
figare, pelypharmacy is defined as =5 medications.




Yashlara lla¢ Yazmak CHT |EACS
(S5 | European
75D | ADS
Clinical
R o Society
: : Yasga bagli fizyolojik degjigimler llaglarin
Yasa bagll komorbiditeler ¢oklu ilac
wullnimi (potarmas) e
| ilag-ilag etkilegimleri (DDI) ] Uygun olmayan ila¢/doz kullanimi |
Y Y
* advers ilag reaksiyonu riski; tedaviye uyum gostermemek; biligsel bozukluk; denge bozukluklar ve diigmeler,;
morbidite ve hastane yatigi
A K

ilaglan diizenli olarak gbzden gecirin
Bir receteyi gozden gecirirken dikkate alinmasi gereken sorular
llag icin endikasyon var m?
Bu ilag yagli bireylere uygun mu?
Doz dogru mu (den. renal fonksiyona gare ayarlanmig mi)?
Gnemli bir ilag-ilag etkilegimi var m?
Onemii bir ilag-hastalik etkilesimi var mi (6m. deliryum)?
Tedavinin stresi uygun mu?
Eksik lla¢ var mi?
Birey kendi llaglarini takip edebiliyor mu yoksa yardima mi ihtiyag duyuyor?

DDl igin kontrol edin; hittp-vavw hiv-interactions.org ,
Uygun olmayan ilag kullanimi igin kontrol edin Beers'!! ve STOPISTART " kriterleri

[101, [11], [12] numarall kaynaklardan uyarlanmigtir

i-ii Beers ve STOPP kriterleri, geriatrik famnakoterapi uzmanlarinin yaghlann uygun olmayan regeteli ilag ylkono tespit etmek ve azattmak igin
gelistirdikleri araglardir. Uygun olmayan ilaglara 6mek olarak: bazi hastaliklari olan yagh bireylerde ilag-hastalik etkilesimine sebep olabilecek,
vasllarda advers ilag reaksiyonlan riskini arhirmakla iligkilendirilmig, yaghlarda diigme nskini artirdidi éngdrilen veya organ fonksiyon bozukluklarinda
kagimimasi gereken illaglar verilebilir. START kriterien, spesifik bir saglik durumu olan yagh bireylerde olas eksik ilag yazimina lligkin kanita dayali
gostergelerden olugmaktadir.
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BHIVA guidelines for the
routine investigation and
monitoring of

adult HIV-1-positive individuals
(2019 interim update)

3.9 Monitoring of older patients

History

| Investigations

All medications (prescribed and non-prescribed)
are reviewed and documented at every clinic
visit

Fragility fracture risk assessment in all patients
over 50 years every 3 years

Screening for colorectal and breast cancers
should be offered in accordance with national
guidelines

Do an annual cardiovascular risk assessment in
all patients over 40

* Rehberlerde kisisel ihtiyaca gore 2-4 kez/yil degerlendirme 6nerilmektedir

e Komorbiditelerin dngorilmesi (Framingham, DAD, Frax)




KVS risk azaltma

Sigara birakma

Diyet

Egzersiz

Statin kullanimini degerlendirme

ART secimi — Kardiyak ve lipid parametrelere uygun

Osteoporoz

DXA

Beslenme, D vitamini
Bifosfonatlar

Egzersiz

ART secimi — ABC veya TAF

Renal takip

Perform CKD risk stratification

—{ eGFR >90 J —{ eGFR <70
|| uPpcr <200 I | uPCR >sooJ

| Age<so | [ Age>s0 |

Immunodeficiency
i Diabetes mellitus
7 Uncontrolled hypertension

ﬁ | History of cardiovascular disease
T < =
e ———

.

i Avoid nephrotoxic ART*
(TDFE, IDV, ATV, LPV)

(Hepatitis C co-infection ﬁl

Standard ART
(local guidelines)
TDF: Tenofovir Disproksil Fumarat; IDV: indinavir

ATV: Atazanavir; LPV: Lopinavir
Swanepoel et al. Kidney Int 93: 545-559, 2018




Diagnosis of kidney disease

eGFR
> 60 mLU/min > 60 mL/min, but >30-s60mL/  £30 mUmin
accelerated decline of min
| eGFR’
UAIC" <3 | Duizenli takip

- UAC" 3-30 . . . . 0o
3 KBH icin risk faktoérlerini ve ART dahil | KBH igin risk faktorlerini ve ART
g nefrotoksik ilaglar kontrol edin. dahil nefrotoksik ilaglari kontrol
: Gerekli oldugunda ilaglari kesin veya doz | edin
= ayarlamasi yapin. Gerekli oldugunda ilaglari kesilip,
T Renal ultrason yapin. doz ayarlamasi yapin
i Herhangi bir diizeyde proteiniiriyle birlikte Renal ultrason cekin
P hematiiri varsa nefrologa sevk edin. . UG .
& |UAG™ >30 Yeni KBH gelisimi veya eGFR’da progresif diisiis | Acilen nefrologa sevk edin
" Defined as decrease "‘1 olursa nefrologa sevk edin.

idrar tahlili: Proteiniiri/hematiiri taramak icin idrar daldirma cubugu testi kullanin.

Proteinuri > 1+ ise glomeruler hastalik icin idrarda albumin/kreatinin (UA/C) bakin veya
hem glomeruler hem de tubuler hastalik icin idrarda protein/kreatinin (UP/C) bakin.

Proteintri, >2-3 hafta ara ile > 2 sefer dogrulanmissa persistan kabul edilir.

KDIGO screening values for UA/C are: < 3, 3-30 and > 30 mg/mmol ve UP/C: < 15,
15-50, > 50 mg/mmol



Kanser: Tarama Yontemleri

Sorun
Anal kanser

Meme kanseri

Servikal kanser

Bireyler
MSM ve HPV iliskili
displazisi olan

| bimy'qr L]

" HIV pozitif kadinlar 21
In Gzennde veya cinsel

iglem

Dijital rektal muayene
* anal sitoloji

| Mamografi

Sivi bazh servikal

Kg)s;atln baslamasini takip = Sitoloji testi

eden 1 glLiq_;Qnde

Kolorektal kanser

Hepatoseliiler
Karsinom (HSK)

Prostat kanseri

Beklenen yasam sOresi

=10 yil olan 50-80 yas
arasi bireyler

Sirozlu bireyler. HBV

‘ Yarara iligskin kanst

Bilinmiyor. bazi
uzmanlar savunuyor

' | Meme kanseri
. mortalitesi

| Cervical cancer
mortality

| Yilda bir k(;dlsklda

gizhi kan testi veya

| | Kolorektal kanser
mortalite

5 yilda bir sigmoidoskopi |

veya 10 yiida

| bir kolonoskopi

Ultrason

koenfeksiyonu olup HSK | (ve alfa-fetoprotein)

riski yoksek olanlar veya
kronik hepatit dykusa

olanlar "

Beklenen yagam sdresi
>10 yil olan 50 yas
Ozeri erkekler

PSA

* Depresyon tarama sorulari
* Norokognitif bozukluk (MoCA testi)

' Cerrahi eradikasyon
olanagin artiran
erken tani

' PSA kullanimi
tartigmahdir

' 1-3 yilda bir

Tarama sikhig:
1-3 yilda bir

L 1-3 yilda bir

1-3 yilda bir

Ek yorumlar

Anal sitoloji anormalse,
anoskopi

HPV testi taramaya

yardimci olabilir

6 ayda bir

2-4 yilda bir

Bkz. sayfa 58 ve 81

- Avantaj: 1T erken tani

prostat kanseri spesifik
moertalitede az oranda |
Dezavantaj: gereksiz
tedavi, tedavinin yagam
kalitesi (izerinde
istenmeyen etkileri



Sonuc olarak HIV ile yaslanan bireyler

Daha hizli yaslaniyorlar

Komorbiteler (kvs, renal, norolojik,kemik, metabolik, kanserler) daha sik ve daha
erken

{ PEOPLE AGED 50 YEARS AND OLDER

Polifarmasi, ilac etkilesimleri, PK

am S50+.

Komorbiditelere gore ART secimi I face thess lssuss.

 ART'ye uyum iyi ama immunolojik yanit az
* Advers etkiler

e Uzun stireli ART kullaniminin kiimulatif etkisi
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