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HIV/AIDS Timeline
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* HIV Enfeksiyonu genc bir hastalik..
 AIDS iliskili durumlar azaldi

* Yasli populasyondaki prevalans artmakta
* Hastalarin yaslanmasi
* Yeni vakalar

HIV HAS NO AGE LIMIT.



* HAART ile hastalarin yasam suresi uzadi
* Yasli hasta sayisi artti ve artacak

e 2013 te Amerika’da hastalarin % 42’si 50, %6’s1 65
vas Uzeriydi

e 2030 yilinda hastalarin %73’Gnln 50 yas Uzeri
olacagi tahmin ediliyor

Smith M, et al. Lancet 2015.
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Fig. 1. Estimated number of people living with HIV aged 50 and older by region, 1995 to 2013. (From UNAIDS: UNAIDS 2014. The Gap Report. Available
at: http//www.unaids.org/node/42898. Accessed October 24, 2015.)
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Estimated Diagnoses of HIV Infection by Age, 2014, United States
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The Aging of the HIV Epidemic in the US

T (RTPITRTITRTRTIONG 1.
e (RS
e PRPRRRRRTRET
e (EPRORRRORAORNY o




TURKIYE'DE BILDIRILEN HIV/AIDS VAKALARININ CINSIYETE GORE DAGILIMI

01 EKIiM 1985 — 30 HAZIRAN 2016*

Tarkiye Halk Saghg: Kurumu,
Bulagic: Hastaliklar Daire Bagkanhg,
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Yasli Hastada HIV Enfeksiyonunun
Guclikleri

 Tanida
e Tedavide
e [zlemde




Yasl Hastada Tani

* Yasli hastalarda tani daha gec donemde
* Risk faktorleri sorgulanmiyor
e Koruyucu 6nlemler ihmal ediliyor

Age Is Not a Condom

!

AGE IS NOT A CONDOM

Your doctors need to understand that sex doesn'’t end at 50.



Yasli Hastada HIV Enfeksiyonu

 Risk faktorlerini konusunda farkindalik az
* “HIV genclerin hastaligi” yanilgisi

* Guvenli cinsellik daha az

* Rutin takipte HIV taramasi yok

e Kondom kullanimi az

e Kadinlarda menopozal degisiklikler gecis riskini
artirmakta..

"HIV/AIDS and Older Adults Henry Pacheco, M.D.
Medicine & Public Health Director National Hispanic

Council on Aging (NHCOA) Washington, DC NATIONAL
HISPANIC."
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Fig. 2. Clinical status at time of diagnosis USA, 2013. Bars show the number of cases in each
age strata who at the time of diagnosis of HIV infection who did (black bar) or did not (gray
bar) have an AIDS-defining diagnosis. The dotted line shows the percentage of patients who
had an AIDS-defining diagnosis. (Data from Centers for Disease Control and Prevention. HIV
Surveillance Report, 2013. Available at: http//www.cdc.gov/hiv/library/reports/surveillance/
2013/surveillance_Report_vol_25.html. Accessed August 9, 2015.)
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Coklu ila¢ kullanimi

* HIV ile infekte yaslilarda daha sik
* Analjezik
 GIS ilaclari
 SSS etkiliilaclar
* Antiinfektifilaclar
e Solunumyolunayonelikilaclar

Gimeno-Gracia M, et al. Polypharmacy in older adults with human immunodeficiency
virus infection compared with the general population. Clinical Interventions in Aging
2016:11.



“Nell., THe GLAYO PILL PRoTeCES MY RO

FOM THE SIDE ©FfecTs OF THe DFIZER PILL THAT

PREVENTS PoTeNTIAL LVER FAILURE DUE
TOTHE MERCK PILL THAT MNIMIZES THe

RIGK, OF STROKE RoReD BY THE NOWRRTIS PILL
THAT ReDUCES BooD CLOTS CARED BY

TS GLAYD PILL
T\S
i
.
ONOE




Yaslilarda dogal seyir farkli mi?

* Tani aninda CD4 sayisi daha dusuk,
HIV-RNA daha yuksek

* CD4 dususu daha hizli

* AIDS’e ilerleme daha hizli

e AIDS tanimlayici olaylar genclere gore daha sik

COHERE study group. Response to combination
antiretroviral therapy, AIDS 2008.

Scott J, et al. Clin Geriatr Med 2016.
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Fig. 2. Clinical status at time of diagnosis USA, 2013. Bars show the number of cases in each
age strata who at the time of diagnosis of HIV infection who did (black bar) or did not (gray
bar) have an AIDS-defining diagnosis. The dotted line shows the percentage of patients who
had an AIDS-defining diagnosis. (Data from Centers for Disease Control and Prevention. HIV
Surveillance Report, 2013. Available at: http//www.cdc.gov/hiv/library/reports/surveillance/
2013/surveillance_Report_vol_25.html. Accessed August 9, 2015.)
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Fig. 3. Mortality after diagnosis of HIV infection in the United States, 2004-2009. Bars show
the mortality at 1 (black bar), 2 (horizontal dashes bar), and 3 (gray bar) years after a diag-
nosis of HIV infection stratified by age. (Data from Centers for Disease Control and Preven-
tion. HIV Surveillance Report, 2013. Available at: http://www.cdc.gov/hiv/library/reports/
surveillance/2013/surveillance_Report_vol_25.html. Accessed August 9, 2015.)
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HIV yaslandirir mi?

* Yaslanmadaki biyolojik strecler daha erken

Brennan-Ing M, DeMarco RF (eds): HIV and Aging. Interdiscipl
Top Gerontol Geriatr.Basel, Karger, 2017, vol 42, pp 11-27
(DOI:10.1159/000448539



Oxidative
Stress

Mitochondrial "'Telome.re
Dysfunction : Shortening

A

HIV/AIDS

AIDS Y TERT
NRTIs (telomerase)
inhibition

Figure 1 Aging in AIDS results from the interplay of biological events,
toxic events, and therapeutic side effects.

Torres R, et al. Laboratory Investigation (2014)
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lleri yasta mortalite morbidite nedenleri

* ART alanlarda
* Kalp hastaligi
* Kanser
e Karaciger hastaligi

Capeau J. Premature Aging and Premature Age-Related
Comorbidities in HIV-Infected Patients: Facts and Hypotheses.
Clin Infect Dis . Dec 2011



Yasl Hastalarda Antiretroviral Tedavi

* CD4 sayisina bakilmaksizin tim hastalara énerilmekte
(Al)

* Yashlarda ART daha da dnemli

* AIDS disi komplikasyonlardaha fazla
* Immunolojik cevap daha kéti

e Coklu ilac kullanimi daha fazla

* Multidisipliner ydnetime ihtiyac var

http://aidsinfo.nih.gov/quidelines on 1/19/2017



Tedavi secerken

* Viral ylk
* CD4 sayisi
* Direnc testi

* [lacin etkinligi, toksisitesi
* Doz sikligl, tablet sayisi

* llac etkilesimleri

* Eslik eden hastaliklar



Tedavi Takibi

Table 3. Laboratory Testing Schedule for Monitoring HIV-Infected Patients Before and After Initiation of Antiretroviral Therapy* (page 1 of 2)

TimepointiFrequency of Testing
Laboratory . 2to 8 Weeks 1 ART
Test . ART Initiation After ART Every3to6 Every 6 . Clinically o .
Entry into Care or Modification iiation or Months Months Every 12 Months Treatment Failure Indicated Initiation is
Modification Dukapust
HIV Serology v
If HIV diagnosis
has not been
confirmed
CD4 Count v v v v v v v
During first 2 years After 2 years on ART Every 3-6
of ART or if viremia with Consistently months
develops while Viral Load:
patient on ART or CD4 Count 300-500
CD4 count <300 cells/mm’:
celis/mm’ « Every 12 months
CD4 Count >500
cells/mm’:
* CD4 monitoring is
optonal
HIV Viral v v v v v v v Repeat testing
Load is optional
Resistance v V' N v v
Testing
HLA-B*5701 v
Testi
esting If considering ABC
Tropism v v v
Testing If considering a If considering a CCRS
CCRS antagonist antagonist or for failure
of CCR5 antagonist-




Tedavi Takibi

Table 3. Laboratory Testing Schedule for Monitoring HIV-Infected Patients Before and After Initiation of Antiretroviral Therapy* (page 2 of 2)

Timepoint/Frequency of Testing
Laboratory Test | Entryinto |  ART Initiation" or | 2,00 Weeks After | = 306 Treatment | Clinically | If ART Initiation is
C Modificati Aﬂl_ﬁdl?nor Montt Every 6 Months Every 12 Months Failure Indicated Del "
Hepatitis B N v N v
y repeat if patient is May repeat if patient is
nonimmune and not nonimmune and not
chronically infected chronically infected with
with HBV* HBV*
Hepatitis C N v N v
y Test May repeat for at-risk May repeat for at-risk
(if positive, confirm patients if negative patients if negative
with HCV RNA test) result at baseline result at baseline
Basic Chemistry” N v v v v v
Every 6-12 months
ALT, AST, N N v v v v
T. bilirubin 612
CBC with N N v v N v v
Differential N
If on ZDV Ifon ZDV or if Every 3-6 months
CD4 testing is
done
Fasting Lipid N v N N v v
Profilex
If abnormal at last | Iif normal at last If normal at
measurement measurement baseline, annually
Fasting Glucose or N N N N v v
Hemoglobin A1C If abnormal at last i normal at last If normal at
measurement measurement baseline, annually
Urinalysis” N N N N v
If on TAF or TDF
Pregnancy Test N v
In women with child-
bearing potential




Yaslilarda potansiyel yan etkiler daha sik

* Bdbrek

e Karaciger

* Kardiyovaskuler

* Metabolik

* Iskelet sistemi etkileri icin daha dikkatli olunmali

http://aidsinfo.nih.gov/quidelines on 1/19/2017



Onerilen Tedavi Rejimleri

INSTI plus 2-NRTI Regimen:
* DTG/ABC/3TC? (Al)—if HLA-B*5701 negative
* DTG plus either TDF/FTC* (Al) or TAF/FTC® (All)
* EVG/c/TAF/FTC (Al) or EVG/c/TDF/FTC (Al)
* RAL plus either TDF/FTC? (Al) or TAF/FTC® (All)

Boosted Pl plus 2 NRTIs:
* DRV/r plus either TDF/FTC? (Al) or TAF/FTCP (AID

http://aidsinfo.nih.qov/quidelines 2016




BHIVA 2016

NRT] TDF & FTC ABC & 3TC??2
TAF& FTC

3. ajan ATV/r EFV
DRV/r
DTG
EVG/COBI
RAL
RPV3

1. ABC contra-indicated if HLA-B*5701 positive
2. ABC/3TC not recommended >100k unless with DTG

3. Use only recommended if VL <100,000

BHIVA guidelines for the treatment of HIV-1-positive adults with ART 2015 (2016 interim update)




Alternative Regimen Options

Alternative regimens are effective and toierable, but have potential disadvantages when compared with the Recommended
regimens, have limitations for use in certain patient populations, or have less supporting data from randomized clinical trials.

However, an Alternative regimen may be the preferred regimen for some patients.

NNRTI plus 2 NRTIs:
» EFV/TDF/FTC2 (BI)
» EFV plus TAF/FTC® (BII)
* RPV/TDF/FTC2 (BI) or RPV/TAF/FTC® (BIl)—if HIV RNA <100,000 copies/mL and CD4 >200 cells/mm?

Boosted Pl plus 2 NRTIs:

e (ATV/c or ATV/r) plus either TDF/FTC® (BI) or TAF/FTC" (BII)
* DRV/c (BIll) or DRV/r (BIl) plus ABC/3TC*—if HLA-B*5701 negative
* DRV/c plus either TDF/FTC? (Bll) or TAF/FTC® (BII)

http://aidsinfo.nih.qov/quidelines 2016




Other Regimen Options

When compared with Recommended and Alternative regimens, Other regimens may have reduced virologic activity, limited

supporting data from large comparative clinical trials, or other factors such as greater toxicities, higher pill burden, drug
interaction potential, or limitations for use in certain patient populations.

If HIV RNA <100.000 copies/mL and HLA-B*5701 Negative:
= ATV/c (CHI) or ATV/r (CI) plus ABC/3TC
e EFV plus ABC/3TC?* (CI)
* RAL plus ABC/3TC? (CIl)

Other Regimens to Consider when TAF, TDF, or ABC Cannot be Used:

e DRV/r plus RAL (BID) (C)—if HIV RNA <100,000 copies/mL and CD4 >200 cells/mm?
e LPV/r plus 3TC* (BID) (CI)

http://aidsinfo.nih.qov/quidelines 2016




2324 SANGARLANGKARN AND APPELBAUM NOVEMBER 2016-VOL. 64, NO. 11 JAGS

Table 1. Current Antiretroviral Guidelines for Initiation of Treatment

Department of Health and International Antiviral European AIDS
Class Human Services Society-USA Clinical Society
Integrase strand transfer inhibitors DTG/ABC/3TC DTG/ABC/3TC DTG/ABC/3TC
DTG + TDF/FTC or TAF/FTC DTG + TAFFTC DTG + TDFFTC
EVG/COBI/TDF/FTC EVG/COBI/TAF/FTC EVG/COBI/TDF/FTC
EVG/COBI/TAF/TFC RAL + TAF/FTC RAL + TDF/FTC
RAL + TDF/FTC or TAF/FTC
Boosted protease inhibitors DRV + RTV + TDF/FTC or TAF/FTC DRV + RTV + TDF/FTC
Nonnucleoside reverse transcriptase RPV/TDF/FTC

inhibitors

DTG = dolutegravir; ABC = abacavir; 3TC = lamivudine; TDF = tenofovir disoproxil fumarate; FTC = emitricitabine; TAF = tenofovir alafenamide;
EVG = elvitegravir; COBI = cobicistar; RAL = raltegravir; DRV = darunavir; RTV = ritonavir; RPV = rilpivirine.



Kardiyovaskuler sistem hastaliklari

* MI, HT, Kalp yetmeazligi, ani 6lim, SVO...
* ART ile azalmakta
* Normal populasyona gore daha sik

Monforte A, etal. Atazanavir is not associated
with an increased risk of Ml. AIDS 2013.

Obel N, et al. Ischemic heart disease in HIV-
infected and HIV-uninfected individuals: a
population-based cohort study. Clin Infect Dis.

2007.




HIV ve KVS Hastaligi

* ART yan etkileri

* Kronikinflamasyon

* CD4 <250 —risk artmakta

* Tedaviyi birakanlarda---tromboza egilim

Strategies for Management of Antiretroviral Therapy
Study Group. N Engl J Med 2006,355:2283-96.

Hemkens L, et al. Eur Heart J 2014,;35:1373-81.



Table3d Mainclasses ofantiretroviral drugsand their impacton lipid and glucose metabolism and coronary artery disease

Drug class

Antiretroviral

Effects on lipids®

Impact on coronary artery disease

...............................................................................................................................................................................

Nucleos(t)ide reverse
transcriptase inhibitors

Non-nucleoside reverse
transcriptase inhibitors

Protease inhibitors

Integrase inhibitors

Entry inhibitors

Atazanavir 4- Ritonavir
Darunavir + Ritonavir

Indinavir
Lopinavir + Ritonavir
Nelfinavir

Saquinavir
Tipranavir 4 Ritonavir

Elvitegravir/cobicistat
Raltegravir
Maraviroc

TCH LDLY
Neutral effect
Neutral effect
Dyslipidaemia+
TCy LOLY
TCq LOLY
Neutral effect

HOL1ft
Neutral effect

Dyslipidaemia+ <

Dyslipidaemia+
Dyslipidaemia+

Dyslipidaemia4
Dyslipidaemia+ <+ -+
Dyslipidaemia4
Dyslipidaemia+
Dyslipidaemia+
Neutral effect

Neutral effect

Insulin resistance 4
No effect
No effect
Insulin resistance+
No effect

No effect

Insulin resistance<4-

Insulin resistance-+
Insulin resistance+

Insulin

resistance -+ <+ 4
Insulin

resistance + + 4
Insulin resistance+
Insulin resistance+
Insulin resistance+

No effect

No effect

Recent exposure associated with
increased risk for Ml (controversial)
No association with increased risk for Ml
No association with increased risk for M|
No association with increased risk for Ml
No association with increased risk for Ml
No association with increased risk for Ml
No association with increased risk for Ml

No data available (not enough patients
exposed)

No association with increased risk for Ml

No data available (rot encugh patients
expased)

Cumulative exposure independently
increased risk for Ml

No association with risk for Ml

No data available (not enough patients

exposed)
Controversial results

Cumulative exposure independently
increased risk for M|

No association with risk for Ml

No association with risk for Mi

No data available (not enough patients
exposed)

No data available (not enocugh patients

exposed)
No data available (not enocugh patients
exposed)




HIV ve KVS Degerlendirme

* Risk degerlendirmesi- Framingham skoru
* Tedavi O6ncesi EKG
* EKO

* Kan basinci takibi
* Lipid takibi

Points




HIV ve Osteroporoz

ART
* TDF, PI

Sigara, alkol kullanimi
HCV koenfeksiyonu
PPl kullanimi

lleri yas

* DM

Vaskuler hastalik....

Yin MT, et al. Fracture prediction with modified FRAX in older
HIV+ and HIV- men. CROI 2015



HIV ve Osteoporoz

* Ca, PO4 ve ALP
e Kemik dansitometri

* Vitamin D

http://aidsinfo.nih.qov/quidelines




Accelerated or augmented rlsk for HANA*

Cancer Pulmonary disease Neurocognitive impairment
* Mammography = . * CXR and spirometry * Screening quastionnaire
* Cervical PAP & |k 3 Depression -
* Anoscopy and PAP (MSM) 9 * Questionnaire %}
¢ Ultrasound and alpha-
foetoprotein
® Others Cardiovascular disease
* Risk assessment (Framingham
Renal disease score] In all men >40 and
o Risk ascassment % women >50 years without
* 6GFR (3MDRD) oo
* Urine dipstick analysis ® ECG prior to ARTs in certain
patients
Hypertension
* Blood pressure
Lipids
* TC, HDL<, LDL-c and TG
Glucose

Liver disease

* Risk assessment )

* ALTIAST ALP

* Bilirubin * Oral glucose tokerance testHbATc
Bone disease

* Bone proflle; calclum, PO4, ALP
* Risk assessment (FRAX in

Body composition
* EMI

Haematology

persons =40 years) o FRC
Vitamin D * Haemoglabinopathies
* 25 {OH) vitamin D * GGPD

*S22 quidslines for follow-up frequency, subgroups to be scareened and further information

ALR, akaline phosphatase; AL skrine amrotransferass; AMDRD, abbreviated medified detin renal dsease; ART, antinetraviral Ferapr; AST,
aspartate aminceransterase; MY, body mass Indesx; CV0, cadivascular disezse; CXR, st X-ray; G, lactrozantlogram; eGFR, estimated
clomenular filtration rate; FBC, ful blocd count; FRAK, Fracture Risk Assessmant Tool; GSPD, glacose5-phosphate dehycrogenase; HANA, HIV-
assodated nen-AlD5; Hbale, ghrosiated haemogiobing BDL-C high-density lipoprotein thelesterst; LDL¢, kewe-density lipoprokin
chaiesteron, M, men wha fave s with men PAF, Papanicalaon TC, watal chalestemal TG, tidycarides,

fgure 3: Higher rates of elght HANA comorbidities found among people Iiving with HIVZ Comarbidity data taken from
Comorbidity distribution, in Schouten J, et al. Camarbidity and ageing in HIV-1 infection: the AGERIV Cohort Study, XIX
international AIDS Conference. July 22-27, 2012. Washingtan, DC, Abstract No THABD205




HIV ve Bébrek Fonksiyon Bozuklugu
e Hastalarin %30’unda

* Mortalite icin bagimsiz risk faktori



HIV ve Bobrek Hasari Cesitleri

Akut bobrek
hasari

Yaslanma iliskili

boébrek llaclarin yan
fonksiyonlarinda etkileri nedeniyle
azalma
Diyabetik ve HIV iliskili
hipertansif trombotik
nefropati mikroanjiopati
HIV iliskili Kronik bobrek

nefropati (HIVAN) hastaligi




KBH Risk Faktorleri

_ Tenofovir ve
lleri yas guclendirilmis Pl Zenci Irk
iceren ART rejimleri

\
7 S ’ S

DUsUkCRAs T HCV koinfeksiyonu HIVAN
lenfosit sayisi
Yuksek HIV virls Diyabet, ABH epizodu

Hipertansiyon

YUKH varligi

gecirmis olmak




Bobrek hasari HIV
infeksiyonunun en sik
gorulen
komplikasyonlarindan
biridir (%30).*

Bobrek hasari gelisen
bireylerde AIDS daha
hizh bir seyir
gostermekte ve
mortalite nedeni
olabilmektedir.*

HIV ve Bobrek Hasari

Zenci bireylerde bobrek
hastaligl agisindan 11 kat
artmis risk mevcuttur. **

* Szchech LA et el Clin Infect Dis 2004; 39: 1199-1206.
** Stehman-breen et al. ) Am Soc Nephrol 2003; 14: 2352-2357




Kronik Bobrek Hastaligl
Durumunda Antiretroviral Tedavi

* TDF kullanilmamali
* ABC ya da TAF tercih edilmeli

* ABC veya TAF kullanilamiyorsa
e LPV/r + 3TC
 RAL+ DRV/r

http://aidsinfo.nih.qov/quidelines 2016




Table 3. Recommended Immunizations for Individuals
with the Human Immunodeficiency Virus Aged 50 and
Older

CD4 Count CD4 Count
Vaccine <200 Cells/uL  >200 Cells/pL Comments

v Yes Yes According to Centers
for Disease Control
and Prevention,

high-dose equivalent
to standard-dose IIV
Tdapand  Yes Yes Tdap once, then Td
Td every 10 years
Zoster No No Probably safe if
recommendation CD4 > 200
Measles, No If indicated 1-2 doses if
mumps, indicated
rubella
Varicella No If indicated 2 doses if no
evidence of
immunity
PCV13 and Yes Yes Give PCV13 first,
PPSV23 then PPSV23
8 weeks later
Hepatitis A  If indicated if indicated 2 doses
Hepatitis B Yes Yes 3 doses

J Am Geriatr Soc 64:2322-2329, 2016



Yaslilarda Antiretroviral Tedavi

* Basit olmali, mimktn olan en az tablet sayisi
* Gereksizilac degerlendirmesi
* Bitkisel tedaviler konusunda dikkat

* Basarisizligin en buyuk nedeni uyumsuzluk
* Depresyon
* Norokognitif bozukluklar

* Yakin takip

 Unutmayi engelleyen uygulamalar (ilac kutulari vs)
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