HIV Tedavisinin Evrimi

Prof. Dr. Halis Akalin



A HALF-CENMTURY OF PROGRESS IN HEALTH: THE MNMATIOMNMAL ACADEMY OF MEDICINE AT 50

Four Decades of HIV/AIDS — Much Accomplished,
Much to Do

Anthony S. Fauci, M.D., and H. Clifford Lane, M.D.

1981: AIDS epidemic Tirst recognized; cases reported in New York
and California; life expectancy, 6—12 mo

1984: HIV definitively established as causal agent of AIDS
1985: First FDA approval of a test that detects antibodies 1o HIV

1986: IOM establishes the Committee on =2 National Strategy Yor AlOS,
which publishes Confrorming AIDS: Directions for Public ISealth,
Health Cars, and Research

1980s

1987: First FDA approval of a drug to treat HIV (Refravar [azidotHymidane,
or AZT,; now called zidovudine])

1990s

1995:; First FDA approval of a protease inhibitor (Invirase [saguinavir])
1996

First F DA approval of 2 viral load test for HIV

First FDA approval of a nonnucleoside reverse-transcriptase inhibitor
(Viramune [nevirapine])
Striking efficacy of combination antiretroviral treatment demonstrated

2007: First FDA approval of an integrase inhibitor (Isentress [ralftegravir])

2009: Results of the RV 144 vaccine trial published (first HIV vaccine with
a signal of efficacy)

2012 First FDA approval of a treatment fol preexposure prophylaxis
(Truvada [emtricitabine—tencfovir])

2010s

2018: 372 million people living with HIV; life expectancy while receiving
treatment, cdose to normal

2003: President George W. Sush establishes President's Emergency Plan
for AIDS Relief (PEFFAR)
2000s First FDA approvzl of an entry inhibitor (Fuzeon [enfuvirtide])

Progress against the HIV/AIDS Epidemic.
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1985'ten itibaren HIV tedavisinin
evrimi
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Uclu tedavinin gelistiriimesinden bu yana, HIV
mortalite oranlari onemli olcude azalmistir
Kiresel HIV istatistikleri’ Mortalite oranlari:
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PLHIV, HIV'le yasayan bireyler.

1. Roser M, Ritchie H. HIV/AIDS. Available at: www.ourworldindata.org/hiv-aids. Son erisim: Ekim 2019; 2. Gulick RM, et al. N Engl J Med 1997;337:734-9; 3. Marcus J
Immune Defic Syndr 2016;73:39-46.



Basarili tedavi alan ve risk faktorleri olmayan
HIV+ bireylerdeki mortalite, HIV negatif
populasyon ile benzerdir
HAART baslanan HIV pozitif kisilerde ve genel populasyonda kumulatif

sagkalim i
Danimarka Kohortu)* Galisma popdlasyonu :
1.0 ( ) Grup 0: Poptlasyon
‘qu\:)“(?;t;l‘iw p 0 karsilastirma kohortu

Group 1 (turuncu gizgi, N=9,068)

Grup 1: HIV risk
faktorleri, komorbidite
0.6 - Group 2 veya alkol/madde koti
kullanimi olmayan HIV
pozitif hastalar (N=871)

0.8 4

0.4 Grup 2: HIV nedeniyle

Group 3 immunitesi bozulmus,
ancak komorbidite veya
0.2- alkol/madde kéti
kullanimi olmayan HIV
0.0- Group 4 pozitif hastalar (N=704)

T T y ! Grup 3: Komorbiditesi

30 40 50 60 70 olan ancak alkol/madde

YaS (yll) kétl kullanimi olmayan
HIV pozitif hastalar

. (N=379)
*Silre HAART baslandiktan 1 yil sonra hesaplanmaya

baslanmistir Grup 4: Alkol/madde
1. Obel N et al. PLoS ONE 2011:6(7):€22698 koétd kullanimi olan HIV
pozitif hastalar (N=313)



Current and future priorities for the development

of optimal HIV drugs

Marco Vitoria, Ajay Rangaraj, Nathan Ford, and Meg Doherty

ARV drugs

1987 — Zidovudine (AZT)

1991 — Didanosine (ddl)*

1992 — Zalcitabine (ddC)*

1994 — Stavudine (d4T)*

1995 — Lamivudine (3TC) , Saguinavir (SQV)y*

1996 — Indinavir (IDV)*, Nevira pine (NVP), Ritonavir (RTV)

1997 — Delavirdine (DLV)*, Nelfinavir (NFV)*

1998 — Abacavir (ABC). Efavirenz (EFV}

1999 — Amprenavir (APV)*

2000 - Lopinaviriritonavir (LPV/Ir)

2001 - Tenofovir disoproxil fumarate (TDF)

2003 — Atazanavir (ATV), Emtricitabine (FTC), Enfuvirtide (ENV).
Fosamprenavir (fAPV)*

2005 — Tipranavir (TPV)*

2006 — Darunavir (DRV)

2007 — Maraviroc (MVC)

2008 — Etravirine (ETR), Raltegravir (RAL)

2011 — Rilpivirine (RIL)

2012 - Elvitegraviricobicistat (EVG/COBI)

2013 — Dolutegravir (DTG)

2015 - Tenofovir alfenamide (TAF)

2018 — Bictegravir (BIC), Doravirine (DOR), Ibalizumab {IBZ)
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Dual and triple fixed-dose combinations

1997 — AZT3TC

2000- AZT/3TC/IABC

2002—- d4T/3TC*, d4TATC/MNVP*

2004 — ABC/3TC, TDF/3TC , TDFFTC

2005 -AZT/3TC/NVP

2006 — TDF/FTC/EFV g

2011 — TDFFTC/RIL

2012 - TDFIFTC/EGVICOBI

2014 —ABCITC/IDTG

2015 - RALSTC, TAFFTC/IEVGICOBI

2016 — TAFFTC, TAF/FTC/RIL,

2017 — DTG/RIL, TDF3TC/IDTG, TDFBTCEFV 20
2018 — TAFFTC/DRVICOBI, TAFFTC/BIC, TDFBTC/DOR

* Products withdawn  from the market or no fonger recommended




Gunumuzde HIV Tedavisinde bir ART’den
beklentiler...

Potent ART’nin temel hedefleri’:

@ HIV RNA’nin yiksek ve slrdurdlebilir bir
o sekilde baskilanmasi
Tolere edilebilir @ Immiinolojik fonksiyonun restorasyonu ve

Kullanimi kolay... korunmasi

Guvenilir

@ HIV ile iligkili morbiditede azalma ve sagkalim
... stirekli virolojik suresinin ve kaliteli yagsam suresinin uzamasi

jl(goirr:t1rolu saglamak HIV bulasinin onlenmesi

Tedavinin gunumuzdeki amaci, hastalarin yasamlari boyunca
4. 90'a* ulagsmalarini destekl%lﬂggh]gﬂ@ 'saptanamayanin otesine

*UNAIDS fourth 90: 90% of PLHIV have a good quality of life.

1. DHHS. Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents Living with HIV. Available at: https://
aidsinfo.nih.gov/guidelines/html/1/adult-and-adolescent-arv/0. Erisim tarihi Mart 2020. 2. Lazarus JV, et al. BMC Medicine 3
2016;14:94.



Gunumuzde HIV Tedavisinde bir ART’den

beklentiler...
Uzun donemde Dirence karsi Olumlu guvenlilik Ozel hasta Tek tablet rejimi ile
korunan etkililik'-3 yuksek genetik profili>-7 gruplarinda gunde tek doz
bariyer? beIirIenmE etkililik®-=  kullanim 1k70IayI|g|5—

HIV-1 DNA AIDS ile iligkili/ Hizh ART Yuksek viral yuk
rezervuarinda ve iliskisiz morbidite/ baslangici2!22 ve/veya dusuk
immun aktivasyonda mortalite Uzerinde CD4 sayili
azalma'®19 olumlu etki?° hastalarda
kullanim23-25
1. European AIDS Clinical Society (EACS). Guidelines. Version 10.0. November 2019. Erisim tarihi Mart 2019. 2. 9

Cohen JP, et al. AMCP Nexus 2019. National Harbor, MD. B3.



Full 360, UNAIDS 90-90-90 hedefine, HIV+
bireyler icin yasam boyu iyi saglik hedefinin
eklendigi genigletilmis bir vizyonudur

4.90: Yasam
Boyu Yasam

3.90: ART ile

viral supresyon
%90 HIV+ bireyin
HIV RNA’sInIn
baskinlanmasi

Kalitesi
%90 HIV+ bireyin

1360

Surdurulebilir

—
A
oo +1.90: Tani
SR-II- o %90 HIV
a§0 anmasi - statisunu bilen
%090 HIV+ bireyin bireyler

ART, antiretroviral therapy; PLHIV, people living with HIV; UNAIDS, Joint United Nations Programme on HIV/AIDS.
1. UNAIDS. 2017. Available at: www.unaids.org/sites/default/files/media_asset/90-90-90_en.pdf. Erisim tarihi, Ekim 2019; 2.

Lazarus J et al. BMC Med 2016;14:94.



ART Secimi

HIV-RNA duzeyi

CD4+ T-lenfosit sayisi

HIV genotipik direnc testi
HLA-B5701

Bireysel tercih

Verilen rejime uyum

ART baslanma zamani
Komorbiditeler
Koinfeksiyonlar(HBV, HCV, TBC)
Gebelik



Omurga
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INSTI? PI? NNRTI?

 Etkililik

* Direnc bariyeri

* |stenmeyen etkiler
e Kullanim kolayligi
 Komorbiditeler

e Kullandigi ilaclar

* |lac-ilac etkilesimleri



Recommended Initial Regimens for Most People with HIV
Recommended regimens are those with demonstrated durable virologic efficacy, favorable tolerability and toxicity
profiles, and ease of use. Choice of ART during pregnancy should be guided by recommendations from the Perinatal
Guidelines.

INSTI plus 2 NRTIs:

e BIC/TAF/FTC (Al)

e DTG/ABC/3TC (Al)—if HLA-B*5701 negative
e DTG plus (TAF or TDF)? plus (FTC or 3TC) (Al)

INSTI plus 1 NRTI:
e DTG/3TC (Al), except for individuals with HIV RNA >500,000 copies/mL, HBV coinfection, or in whom ART is to be
started before the results of HIV genotypic resistance testing for reverse transcriptase or HBV testing are available




eacs 11.0
Eacs | \/ersion -
AlDS
Clinical
stz ' October 2021
Regimen Main requirements Additional guidance (see footnotes)
Recommended regimens
2 NRTIs + INSTI
ABCAITC + DTG HLA-B*57:01 negative | (ABC: HLA-B*57:01, cardiovascular risk)
ABCAATC/DTG HBsAg negative Il (Weight increase (DTG))
TAFFTCBIC Il (Weight increase (BIC, TAF))
TAFFTC or TDFIXTC Il (Weight increase (DTG, TAF))
+ DTG IIl" (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
TAFFTC or TDRIXTC Il {Weight increase (RAL, TAF))
+ RAL qd or bid Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
IV (RAL: dosing)
1 NRTI + INSTI
XTC + DTG or 3ITC/IDTG HBsAg negative Il (Weight increase (DTG))
HIV-VL = 500,000 copies/mL V' (JTC/DTG not after PrEP failure)
Not recommended after PrEP failure
2 NRTIs + NNRTI
TAFfFTC or TDFIXTC + DOR or Il (Weight increase (TAF))
TDR3TC/DOR Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
V| (DOR: caveats, HIV-2)




Hizli Tedavi = Tanidan sonraki glinler veya
naftalar icinde (Rapid, Prompt)

Hemen(acil) Tedavi = Ayni Gin Tedavi

(Immediate, Urgent) _/@

Immediate Antiretroviral Therapy Initiation on the Day of HIV Diagnosis

Since mdividuals may fail to engage in care between the mitial HIV diagnosis (or first clinic visit) and the
time ART 15 prescribed, some groups have proposed rapid ART mitiation on the same day of HIV diagnosis
as a strategy to increase ART uptake and engagement in care and to accelerate the time to ART-mediated viral
suppression. Rapid ART initiation also has the potential to reduce the time during which people with newly
diagnosed HIV can transmit HIV. The rapid ART iitiation strategy is supported by randomized controlled
trials that were performed i resource-limuted settings outside of the United States”™ and observational trials
in the United States that included both immediate initiation of ART (on the day of diagnosis)** and rapid
ART initiation (within days or weeks of diagnosis).">* The results from some of these studies are discussed
below.



BIKTARVY® klinik calisma ve klinik pratik tecriibesi artmaktadir!-3

> BIKTARVY® maruziyeti olan
4058 katiimecinin 7473 hasta yillik takibi'

Klinik
Calismalar

> 144 haftaya kadar maruziyet raporlanmigtir?

» ART naif hastalardaki calismalar devam etmektedir,
acik etiketli uzatma faziyla birlikte toplam 5 yila uzatilmigtir’

_ > 598,686 hasta yillik takip'
Klinik
Pratik

> Yetiskinlerde HIV-1 enfeksiyonunun tedavisi igin 59 ulkede onayl'

> Ik onay 2018'de - Subat (FDA) ve Haziran (EMA)

2478* katilimcili Faz 3-4 ¢alismalarinda 24 -144 haftada BIKTARVY® ile direng geligimi

goriulmemistir

1. Gilead Sciences, Data on File
2. Orkin C, et al. Lancet HIV. 2020; 7: €389-400

3. BIKTARVY® Kisa Uriin bilgisi, 20 Aralik 2019.






