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BEKLENEN YASAM SURESI
YASAM BEKLENTISI

o Yagam beklentisi, bireyin su an beklenen mortalite oranlari gegerli

olmaya devam ettigi fakdirde yasayacagi ‘ortalama yil sayisi’

> Nufusun saglik ve 6lim bilgilerinin yararh bir géstergesi olarak kabul

edilmekte ve yaygin kullaniimakta

> Mortalite oranlarindan daha kolay sekilde saglik ve 6lim ile

iliskilendirilmekte



HIV tedavisi HIV iliskili hastalik ile diiskiinliigii ve AIDS
iligkili dlimleri onleyerek yasami normalize ediyor
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HIV tedavisinin yiiksek gelirli bir toplumda yasayan 20 yasindaki HIV ile
enfekte bir bireyin yagam siresine tahmini etkisi



"At Front Lines, AIDS War Is Falling
Apart - Mayis 9, 2010"

Ehe New York Cimes



http://www.nytimes.com/

HIV YASAM BEKLENTISI
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HIV ile Enfekte Hastalarda Yasam Beklentisi

Artiyor
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http://www.clinicaloptions.com/hiv

Modified from an original published by Lohse et al (2007), | 7
"Survival of persons with and without HIV infection in Denmark, 1995-2005."



Rehber i1si1ginda takibe ragmen HIV ile enfekte bireylerde
yasam beklentisi enfekte olmayanlardan az
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Losina E et al. Racial and Sex Disparities in Life Expectancy Losses among HIV-Infected Persons in the United States: Impact of Risk
Behavior, Late Initiation, and Early Discontinuation of Antiretroviral Therapy. CID 2009;49:1570-1578



Modern ART Caginda Yash HIV ile Enfekte
Eriskinlerde Yasam Beklentisi: Hala Ayni Degil

o Populasyon-bazli kohort ¢alismasi (Danimarka): HIV ile enfekte hastalarin (n = 2440) ve
enfekte olmayan kontrollerin (n = 14,588) yasam sireleri (yas ve cinsiyet eslestirilmis)
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Legarth RA, et al. J Acquir Immune Defic Syndr. 2016;71:213-218.
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ATHENA: HIV Ile Enfekte Popiilasyonda
Yash Hastalarin Prevalansinda Artis
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Smit M, et al. Lancet Infect Dis. 2015;15:810-818.
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HIV ile enfekte olan bireylerde gozlenen ve projekte
edilen yas dagilimi

<35 . 50-64 - >75
Geriatric 65-7 yrs | >74 yrs
Age
categories
2016 3.8% 0.5%
2020 5.7% 0.8
2025 14.45% 1.4%
2030 32.9% 4.1%
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15 yillik sirede geriatrik HIV popilasyonu %4'ten %37'e yiikselmis



of people

Number

2009-2030 arasinda -simtile model ile elde edilmis-
HIV ile enfekte olan bireylerde gozlenen ve projekte
edilen "Dusme" durumlar

15 H i . 1 I |
[mMe geriatric syndreme [0 Gariatric syndrome

2016 20.47%
2020 21.9%
2025 25.3%
2030 29.8%

15 yillik siirede HIV ile yasayan popilasyonun %30'u geriatrik sendrom yasamis



2009-2030 arasinda -simile model ile elde edilmis- HIV ile
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enfekte olan bireylerde gozlenen ve projekte edilen
"TADL" durumlar

“instrumental activities of daily living"

EEENRANEN

[ |MNo disability | | Disability

2016 22 %,
1 2020 22.3%
2025 26.3%
2030 33.7%

15 yillik siirede HIV ile yasayan popilasyonun %34l engelli hale geliyor



HIV ile Yaslanma: Faktorler Dizisi

Tedavi edilmemis HIV . I Diisiik CD4+ hiicre sayisi

Yasam Bicimi

Normal Yaslanma Sireci

clinicaloptions.com



http://www.clinicaloptions.com/oncology

65 yasin ustundeki ¢alisma
popilasyonunun
demografik ve klinik
karakteristikleri

The GEPPO cohort

GEriatric Patients living with HIV/AIDS:
a Prospective multidisciplinary cOhort

A multi-centric stuay in HIV-positive geriatric patients
(>63 years old) in ltaly {10 Institutions) with @ matched
group of HIV-negative subjects (University of Modena
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HAART altinda AIDS tanimlayici olmayan 6lim oranlarinda artis

Renal, 1%
LA/panc, 1%

>D:A:D 151 1999'da takibe
almis - ~33,000 hasta

»2192 6lim - 13.8 6lim
1000 enfekte kisi yili

>1/3 AIDS iliskili 6liim

#145. Smith C et al. Association between Modifiable and Non-modifiable Risk Factors and Specific Causes of Death in the HAART Era: D:A:D Study;
16th CROI 2009; Causes of Death in HIV-1-Infected Patients Treated with Antiretroviral Therapy, 1996-2006: Collaborative Analysis of 13 HIV Cohort
Studies. CID 2010, May 15



Olaylar erken degil, daha sik !
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Tedavi olay riskini azaltiyor ancak riski
normallestirmiyor ®

HIV Tanisindan Sonra AIDS Ile Iligkili
Olmayan Mortalite

243

Tiim nedenlere bagl mortalite
AIDS Iligkili Olmayan Oliimler
AIDS Iligkili Olmayan

AIDS fliskili Olmaydf ¥sni¥eplgr
KVH ve Inme

Karaciger hastaligi
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Madde kullanimi

Diger nedenler
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Standardize Mortalite Oranlari®*

*1997-2012 arasinda Ingiltere ve Galler'de HIV tanisi konulan bireyler ve genel niifusun birbirine orani

Croxford S, et al. Lancet Public Health. 2017;2:e35-e46.



HIV ile enfekte hastalarda KVH'In
azalmasina katkida bulunan onlemler

o ATHENA calismasi; 8791 hasta; Modelleme calismasi
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Erken HIV KVH artmis Sigaranin Hipertansiyon
Tanisi ve riski olan kesilmesi ve Dislipideminin
Tedavisi cART'den uygun yénetimi

kaginma
van Zoest R, et al. CROI 2017. Abstract 129.


http://www.clinicaloptions.com/hiv

HIV ile Yaslanma: Faktorler Dizisi

Tedavi edilmemis HIV . I Disiik CD4+ hiicre sayisi

clinicaloptions.com



http://www.clinicaloptions.com/oncology

Gozlemsel veri; CD4 500 vs 350

& The NEW ENGLAND
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%’ JOURNALMEDICINE

Kitahata M. Effect of Early versus Deferred Antiretroviral Therapy for HIV on Survival; April 30, 2009

> North American AIDS Cohort Collaboration on Research and Design (NA-
ACCORD)
o ABD ve Kanada'dan 22 HIV arastirma kohortunun balgesel igbirligi
o Aktif izlem 1996-2000 arasi
o Cikarim: Tum nedenlere bagl 6lim

o Gruplar ayni CD4 seviyelerinde karsilastirilmis:

> Hemen tedavi: Ilk CD4 sayisi >500 hiicre/mm3 den sonraki 1,5 yil icinde ART
baslanmasi

o Ertelenmis tedavi: ART nin yukaridaki sekilde baslanmamasi


http://content.nejm.org/

NA-ACCORD: CD4 sayisi 500 ART baglanan grupta
survival iyi
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Eger Yaslanma Degilse, Artmis Riskin Nedeni Ne?

o Virds
o HIV enfeksiyonunun kendisi
o Geg tani, yetersiz bakim

"4 4 -Hastalar ve Sosyal Faktorler

o Bilinen risk faktorlerinin
yiiksek orani: sigara i¢mek,

° ART'ye ragmen devam eden dislipidemi, hipertansiyon,
inflamasyon diyabet
> Tedavi o Obesite

o ART ve toksisite
Aradaki fark: diizeltmek
bu faktorlerin ele
alinmasini
gerektirmekte

o Renal hastalik
o Yoksulluk



HIV ve Yaglanma: Potansiyel Komorbiditeler
ve Oneriler

Komorbidite HIV ile Enfekte Hastanin Bulgulari Oneriler
= Sigara igicilerde, igmeyenlere gére = Sigaranin biraktiriimasi
_ _ artmis kanser, kalp ve akciger .
Malignensi hastaligi = Onerilen kanser taramalar:

= Cesitli kanser tiplerinde artmis risk Egzersiz

Statin ihtiyacinin belirlenmesi
KVH mortalitesi ve HT ve MI riski KVH risk skorunun hesaplanmasi
Kardiovaskiiler Dislipidemi ile iligkili bazi ART 'ler Diyet diizenlenmesi

Egzersiz

KVH riski ve lipidleri etkilemeyecek
ART'lerin secilmesi




HIV ve Yaslanma: Potansiyel Komorbiditeler
ve Oneriler

Komorbidite HIV ile Enfekte Hastanin Bulgular Oneriler

= Depresyon sikliginda artis = Konstiltasyon, anti-depresanlar,

sosyal destek
Mental saglik = Alkol kullaniminin zararh etkileri Y

KBH riskinde artig CrCl dizenli olarak hesaplanmasi

Bazi ART ‘ler renal fonksiyonlarda NSAII'lerin risklerinin anlatiimas
bozulma ile iligkili

Renal yan etkileri olan ART lerden
kaciniimasi

Hipertansiyonun tedavisi



HIV ve Yaglanma: Potansiyel Komorbiditeler
ve Oneriler

Komorbidite HIV ile Enfekte Hastanin Bulgular Oneriler

» Rehberlerde belirtilen DXA tarama
ve yonetiminin uygulanmasi
» Atravmatik kirik riskinde artis ,

= Bifosfonatlar
Kiriklar . ﬁgi.lf.\RTler' artmis kemik kaybi ile « Egzersiz
iigkili
= Kemik dansitesinde daha az azalma

yapan ART lerin segimi




Inflamasyon Nasil Azaltilir ve
Komorbiditeler Nasil Sinirlandirilir?

o HIV tedavisine uyum o Hepatit ve HPV asilamasi
o Sigaranin birakilmasi o Glines koruyucu kullanmak ve asiri glines
> Diyet diizenlemesi ve normal kilonun femasindan kaginmak
surdurilmesi o Taramalar:
o Obes bireylerde, hipokalorik diyet inflamasyonu o Endikasyonlarina gore yillik servikal ve anal
azaltabilir Pap testleri yaptirmak
o Egzersiz o 50 yaginda kolon kanseri taramak
> ART alan sedanter hastalarda (N = 49) 3 ° 50 yagindan itibaren 2 yilda bir meme
kez/haftada olacak sekilde 12 hafta 60 dakika kanseri taramak
tempolu yiriyus+ 30 dakika giiglendirme egzersizi o 50 yasinda prostat taramasinin yarar ve
fonksiyonel durumu iyilestirir ve inflamatuvar risklerini tartismak
belirtecler/immun aktivasyonu iyilestirir o Eger HBV(+) veya HCV(+) ise karaciger
o Alkol alimini azaltmak; ilaglardan kaginmak kanseri taramasi yapmak

1. Hermsdorff HH, et al. Endocrine. 2009;36:445-451. 2. Bonato M, et al. BMC Infect Dis. 2017;17:61.
3. Sigel K, et al. Curr HIV/AIDS Rep. 2011:8:142-152. 4. NCI. HIV infection and cancer risk. 5. USPSTF. Breast cancer: screening. January
2016. 6. Mani D, et al. Curr Opin Oncol. 2013:25:518-525.



DAY TO DAY MANAGEMENT OF HIV PATIENTS

Drug Co-morbidities Multi- Frailty
Toxicities morbidities

Frailty has been proposed as a measure of bioclogical
(opposed to chronological) aging

83 years old; 83 years old;
HTN, Hyperlipidemia, prior Mi HTN, Hyperlipidemiaq, prior Ml

This variable vulnerability among people of the same
chronological age is known as frailty




"Frailty” klinik pratikte taninmasi

> "Frailty" Tligkili Fenotip > "Frailty” defisit birikimi gibidir
o Bir kiginin “frail” oldugu, asagidaki , .
tablolardan herhangi 3'iiniin varliginda  ° Indeksleri vardir

soylenebilir: . ettt n w , W
- 1. Yavas hareket ederler o "Saglikh”, "Terminal hasta"” gibi bir
o 2. Zayif el sikigirlar skala ile 0zetlenebilir

o 3. Aktivite diizeylerini azaltirlar

> 4, Istemeyerek kilo verirler o "Frailty indeks" rutin olarak

2 2 VA C i U ISk toplanan klinik verilerin kompleks

o “pr'e-fail" 1 ya da 2 defisitin VClr'llgl

o Klinik olarak anlagilabilir olmasi ve bagka -
sekilde -engelli ya da multipl komorbid yaslanma biyolojisinin igine
hastalik- tanimlanabilir olmamasi yerlestirilmesine olanak verir

sistem matematiklerini kullanarak

30



Clinical Frailty Scale

1 Very Fit - People who are robust, active, 7 Severely Frail - Completely dependent
energetic and motivated. These people for personal care, from whatever cause
commonly exercise regularly. They are (physical or cognitive). Even so, they seem
among the fittest for their age. stable and not at high risk of dying (within,
~ 6 months). |

2 Well - People who have no active disease

symptoms but are less fit than category 1. 8 Very Severely Frail - Completely

Often, they exercise or are very active dependent, approaching the end of life.

occasionally, e.g. seasonally. Typically, they could not recover even
from a minor illness.

3 Managing Well - People whose medical

problems are well controlled, but are not 9 Terminally Ill - Approaching the end of

regularly active beyond routine walking. life. This category applies to people with a
life expectancy <6 months, who are not
otherwise evidently frail,

4 Vulnerable - While not dependent on )
others for daily help, often symptoms limit ;
activities. A common complaint is being '

“slowed up’, and/or being tired during the day.

Scoring frailty in people with dementia

The degree of frailty corresponds to the degree of
dementia. Common symptoms in mild dementia
include forgetting the details of a recent event,
though still remembering the event itself, repeating
the same question/story and social withdrawal.

5 Mildly Frail - These people often have
more evident slowing, and need help in high
order IADLs (finances, transportation, heavy
housework, medications). Typically, mild
frailty progressively impairs shopping and
walking outside alone, meal preparation and In moderate dementia, recent memory is very
housework, impaired, even though they seemingly can remember
their past life events well. They can do personal care
with prompting.

In severe dementia, they cannot do personal care

6 Moderately Frail - People need help with without help

all outside activities and with keeping house,
Inside, they often have problems with stairs
and need help with bathing and might need
minimal assistance (cuing, standby) with
dressing.




HIV infection is independently associated with frailty
in middle-aged HIV type 1-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®?,
Maria Prins®?, Julian Falutz®, Peter Reiss™™’, on behalf of the

AGEIV Cohort Study Group

Background: Frailty is an age-related syndrome of decreased physiological reserve and
resistance to stressors, associated with increased morbidity and mortality in the general
elderly population. An increased prevalence of frailty has been reported amongst HIV
infected individuals,

Methods: Fried frailty phenotype was systematically assessed in predominantly vir-
ologically suppressed HIV type 1 (HIV-1).infected and otherwise comparable HIV
uninfected participants aged at least 45 at enrollment into the AGEJV Cohort Study.
Multivariable ordinal logistic regression was used to investigate associations between
HIV- and antiretroviral therapy-related covariates, markers of inflammation and body
composition and prefrailty/frailty

Results: Data were available for 521 HIV-infected and 513 HIV-uninfected individuals.
Prevalence of frailty (10.6 versus 2.7%) and prefrailty (50.7 versus 36.3%) were signifi
cantly higher in HIV-infected individuals (Py..q < 0.001). HIV infection remained stat-
istically significantly associated with prefrailty/frailty after adjustment for age, sex, race/
ethnicity, smoking, hepatitis C infection, comorbidities and depression [adjusted odds
ratio (OR,y) 2.16, P<0,001]. A higher waist-to-hip ratio attenuated the coefficient of
HIV-infected status (OR4 1.93, P<0.001), but not waist- or hip-circuméerence indivi-
dually or markers of inflammation. Within the HIV-infected group, parameters related to
body composition were most strongly and independently associated with pmraxhy{
frailty: current BMI less than 20 kg/m” (OR 2.83, P < 0.001), nadir BMI less than 20 kg/m*
(OR 2.51, P<0.001) and waist-to-hip ratio (OR 1.79 per 0.1 higher, P <0.001).

Conclusion: HIV infection was independently associated with prefrailty/frailty in
middle-aged HIV-infected patients compared with HIV-uninfected controls. This partly
may be mediated by the higher waist- and lower hip-circumference in the HIV-infected
individuals, potentially partially caused by lipodystrophy, and in part be a consequence
of historic weight loss associated with advanced HIV-disease.

Copyright © 2016 Wolters Kluwer Health, Inc. All rights reserved.




Prevalence of frailty by age
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Table 3. Multivariable ordinal logistic regression model, with

prefrailty and frailty as outcome.
OR 95%C1) P-value

HIV-infected status 1.65 (1.24-2.20) 0.001

45-50 (reference} - -

50-55 1.05 (0.74-1.47) 0.79

55-60 1.47 (1.00-2.16) 0.05

60-65 1.45 10.94-2.25) 0.10

>65 4.10 (253-6.64) <0.001
Male sex 0.54 (0.34-0.85) 0.008
Black race/ethnicity 1.35 (0.84-2.17) 022
Smoking

Ex-smoker 1.23 (0.90-1.67) 0.20

Current smoker 1.36 (0.98-1.91) 0.07
HCV (colinfection

Cleared 1.70 (0.B3-3.46) 0.15

Chronic 5.26 (2.06-13.48) 0.001
Depressive symptoms

CES-D 16-24 4.57 (3.00-6.94) <0.001

CES-D >25 6.25 (3.43-11.36) <0.001
WHR, per 0.1 increase 1.60 (1.30-1.97) <0.001
BMI <20 kg/m”

For HIV-infected individuals 6.14 (3.10-12.18) <0.001

For HIV-uninfected individuals 0.67 (021-2.19) 0.51

HIV infection was independently
associated with prefrailty/frailty in
middle-aged HIV-infected patients

compared with HIV-uninfected

controls

AIDS 2016, 30:241-250



Number of people
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2009-2030 arasinda -simtile model ile elde edilmis-

edilen "Duskunlik" durumlar:

Frailty Frail
categories FI: 0.3-0.4

2016 32.8%
2020 31.3%
2025 29.5%
—— | 2030 28.0%

15 yillik stirede "diiskin” HIV popilasyonu %24'ten 7%48'e yiikselmis

HIV ile enfekte olan bireylerde gozlenen ve projekte

Frailty Index | |0-0.3 []0.3-04 [J]>=0.4

24.5%
38.2%
43.6%
48.27%



PRE-HAART

1985—1995

CLINICAL SETTING
Infectious diseases (Ol)

WHAT WE ASK TO ARV
Lack of short terms SAE

CARE OBJECTIVE
Reduce mortality

Evolution of HIV care:

LATE-HAART

EARLY-HAART

19952005

2005—on going

Virology (resistance) Infernal medicine (HANA)

Safety and tolerability Reduce chronic inflammation

Increase life expeciancy Ageing well with HIV



Sonu¢ olarak

o Cesitli nedenlerden dolayi, HIV ile yasayan bireyler segilmis yas
iliskili saglik problemleri igin daha yiksek riske sahip

o ART segimi hastanin komorbiditeleri, potansiyel ilag etkilegsimleri ve

ilag yan etkileri g6z 6niinde bulundurularak yapilmali

> Cogu komorbid durum, hasta ve hekimin yapacag: girisimler ile
onlenebilmekte

o HIV bakimi, daha yaslh hastalarin ihtiyaglarini karsilayacak geriyatrik tip

prensiplerini kapsamak zorunda



Sonu¢ olarak

o Komorbiditeler kontrol altina alinsa bile “frailty" ve “disability"
tanimlariyla ifade edilen diskinlik, engellilik, zafiyet veya nasil
algiliyorsaniz o, klinik sonlanim ile iligkili goriniyor ve CD4 sayisi ve

olusturuyor



ANAHTAR NOKTALAR

o HIV'le yasayan ve ART ile viral baskilanmasi saglanan ve yasamini siirdiiren
bir kiginin yasam beklentisi, HIV-negatif bireylere yaklagsmakta; Bununla
birlikte, CD4 sayiminin yiiksek diizeyde tutulmus oldugu bireylere bile esit
olmayacak gibi goriinmekte

o Daha erken tani, daha iyi yasam siiresi ile iliskili en 6nemli faktorlerden biri

o Geligmis antiretroviral rejimlerin ve tedavi stratejilerinin gelistirilmesi,
HIV testinin yayginlasmasi, sigaray! birakma ve eglence amagl uyusturucu
kullaniminin 6nine gegilmesi gibi daha iyi yasam tarzlarinin benimsenmesi
yoluyla yasam beklentisinde daha fazla artis olabilir

o HIV ile enfekte olmus kisilerde yaslanmanin etkileri tzerinde daha fazla
calisiimaya ihtiyag¢ var, bu ¢alismalar HIV bakimi ve klinik yonetimi igin yasa
6zel kurallar gelistirmeye yardimci olabilir
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YENI HEDEF

20-20-20-20-20

?20% diagnosed
20% on treatment
20% virally suppressed

20% fit at 20 years

SAGLIKLI VE UZUN YASAM
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