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Sunum Plani

* Giris

* Rehberler ve faydalari

» Tedavi hedefi

 Kime, ne zaman tedavi

» Tedavi oncesi degerlendirme

* Rehberlerde antiretroviral tedavi secenekleri




Dunyada HIV Enfeksiyonu
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37.7 milyon enfekte kisi

People living with HIV in Poople acquiring HIV in Peopie dying from HIV-
related causes in 2020

2020 2020

17.7 millian 1.5 million 630 000
e [30.2-25.3 millian] 1.0-2.0 million) [&80 000-1.0 millizn]
Adufts 36.0 millien 1.3 mision 580 C00
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Women 19.3 million GG0 000 240000
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Men 16.7 milion 640 000 340 000
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Chidren 1.7 mifion 150 000 93 000
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Soarce: UNAIDSAWHO ¢ e

*% World Health
"%}Organizamn

79.3 milyon enfekte Kkisi
36.3 milyon 6lum

UNAIDS/WHO, 2021

https://www.unaids.org/en/resources/fact-sheet



Turkiye'de HIV Enfeksiyonu

» |lk HIV pozitif vaka bildirimi 1985 yilinda
« Vaka sayisi 15 Kasim 2021 tarihinde 29,284 HIV(+) kisi ve 2052 AIDS

HIV / AIDS TOPLAM VAKA VE OLUM SAYILARININ SON 5 YIL DAGILIMI

YILLAR HIV AIDS TOPLAM OLUM
2017 3146 126 3272 32
2018 3825 130 3955 31
2019 4015 134 4149 39
2020 2797 68 2865 37
[2021 2021 53 2074 25 ]

https://hsgm.saqglik.gov.tr/tr/bulasici-hastaliklar/hiv-aids/hiv-aids-liste/hiv-aids-istatislik.html
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Timeline: HIV

Sheba Agarwal-Jans
Sclentific Editor, ISclence

Similarities between SIV and HIV prove that
zoonosis probably occurred in 1920% in Kinshasa
in the Democratic Republic of Congo (DR Congo).

1920s

First recognition of Kaposi's
syndrome and opporctunistic
infections due to HIV infection in
hemophiliacs, heroin users, and
R A T
creatity _ocia sogma.,

Opportunistic Infections and Kaposi's Sarcoma among Ilaitians in the United
Staley

1981

First evidence that
AZT is a viable drug
against HIV. tis
approved for clinical
treatment 22 months
later.
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HIV is identified as
the cause for AIDS.

1984

Sopteonder 34 1682 | 1900) 500 S8 513618
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Acquired immune Deficiency

Smdm:m {AIDS). Cases are
Current Trends Update on Acquired Immune Deficiency Syndrome (AIDS) -- | Furope, Ocesnia and Asia.

Bhetwroen e 1, 1951, 2d Sepiersber 15, 1962 CC recaved separte of %3 case of 20

Yil 1982
CDC AIDS
Human
Immunodeficiency
Virus ( HIV-1)
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1993

CODC redefines the
iz criteria
for HIV infection in
terms of the
number of CD4 T
cells per microliter

of blood.
0 | Saquinavir was the first protease
o | inhibitor approved by the FDA,
D | giving rise to highly active

antiretroviral therapy (HAART)
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g Thailand tests the recombinant
= @p120 vaccine in clinical trials,
v | but results are disappainting.

2010

G8 summits release
action plans to
endorse and
establish a global
vaccine enterprise.

Cell

The first rendomized | The London

trial for pre-exposure o™~ patient is
peophylaxis, or PrEP, g dectared HIV free
shows that a daily dose 30 months after
of antiviral drugs can undergoing
reduce the incidence of aflogenic stem

HIV infoction amongst
uninfected individuals.

201

2012

FDA approves
Truvada for PrEP.

2016

cell transplanta-
tion, raising the

possibility for a

cure for HIV.

Virnl suppression is shown
to reduce HIV transmission
risk for gay men to
effectively zero: Undetect-
able = untransmissible.

Tha first case of 3 man
contracting HIV in spite of
being on PrEP is reported.

The Berdin patient remains HIV free after
receiving 2 bone marrow transplant from donor
with the delta32

inCCRSr

Agarwal-Jans S. Timeline: HIV. Cell. 2020 ;183(2):550.



30 years of HIV and AIDS

A Timeline of the Epidemic

o

1984-1985
Identify & Test

@5 Researchers finally identified HIV virus as
s the cause of AIDS. The FDA kcensed the
first commercial blood test for HIV
Q@
1981
The Beginning

HIV enters the public
awareness with first
published reports of 3
mystenous iliness in gay
men

1986
Impact

CDC reports that AIDS is
disproportionately affecfing
African Americans & Latinos

1983

Women

The CDC reports the
first AIDS cases in
heterosexual women

1987
First Treatment

First medication fo freat AIDS
(AZT) is approved by the FDA

®

o

91994

Mortality Increases

AIDS s the laading cause of
death for Amernicans aged 25-44

1997

#1996

“cockiail”

Viral

2003

Death Rate Declines
AIDS-related deaths in U.S. decline
largely due to HAART use

“HAART" Cocktail
Highly-active antirefroviral
therapy (HAART) &5 introduced,
combining multiple HIV
therapies info a powertul

oad Test

FDA approves 15t viral load test

2000
"Breaking the Silence”

First AIDS conference In Africa discussed
the urgent need to “break the sélence” on
equal access to reatment and care

¢ 2006
First STR

US FDA approves first
complete, single tablet
regimen faken once daily

Screening

CDC recommends routine
HIV screening for adulis,
aged 13-64, & yearly for
those at high nisk

2007

2008
First Cure

cure was possible

Global Response

The US President's Emergency Plan for
AIDS Relief (PEPFAR) is created to
combat AlDS in countries with high

burdens of infecion

“Second Coming"
of HIV Cocktail

Approval of agents from new classes and
Znd generstion Pls, slowing for treatrment
of patants with res:stant veus

©

? 2012

Prevention
US FDA approves first HIV prevention medicine

2014

Prevention

CDC issues first guidedines for
the use of pre.exposure
prophylaxis for individuals at
substantial risk of acquiring HIV

®

©

90-90-90: Treatment for All

UNAIDS and partners launched an ambitious
treatment target
1o help end the AIDS epidemic

2016
U=u

Undelectable = Untransmittable
campaign started by the Prevention
Access Campaign

@

(The Berlin Patient)

Gave the world hope that an HIV

4 2011
Treatment as Prevention (TasP)

Results of HIV Prevention Trials Network landmark study
confirm early of ART HIV fr

T A




HIV/AIDS

Tani Tedavi Rehberi
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Guidelines for the Use of Antiretroviral
Agents in Adults and Adolescents with HIV

-/ Developed by the DHHS Panel on Antiretroviral Guidelines for Adulis

and Adolescents - A Working Group of the Office of AIDS Research
Agvisory Ceuncil {OARAC)
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HIV PREVENTION, TESTING,
) TREATMENT, SERVICE
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British HIV Association
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REHBER SON GUNCELLEME

Department of Health and Guidelines for the Use of Haziran 2021
Human Services ( DHHS ) Antiretroviral Agents in Adults

and Adolescents with HIV

European AIDS Clinical Society Guidelines, Version 11.0 Ekim 2021
(EACS)
AIDS ve CYBH Dernegi, HIV/AIDS Tani izlem ve Tedavi  Aralik 2021, siirim 2.0

EKMUD, HIV/ AIDS Korunma El Kitabi
ve Egitim Dernegi, HIVEND,
KLIMIK



Rehberlerin Faydalari

- Virolojik
Naiv kisilerde Ozel basarisizlik Firsatcl :
llac-ilag

ART'nin popiilasyonda yasayan enfeksiyonlarda

baslatiimasina ART bireylerin ART
iligkin rehberlik yonetimi

etkilesimi




Antiretroviral Tedavi Hedefi

* HIV RNA - viral yuku maksimum seviye ve sure baskilamak
» Immiinolojik fonksiyonlari korumak, iyilestirmek

* HIV ile iligkili morbiditeyi azaltmak, yasam suresini ve kalitesini
arttirmak

* HIV bulasini onlemek
DHHS,EACS,WHO,HIV/AIDS TANI TEDAViI REHBERI, BHIVA

Antiretroviral Therapy...
What does it do?
EERUAR T £
R 1)
E?:: Ir :-":w. TR 1)




KEY 2020 FAST TRACK TARGETS

Aware of their
HIV status

30 million
people on
treatment

AVERT org Source UNAIDS

(AR

On HIV Virally
treatment surpressed

Fewer than
500,000
new HIV
infections
annually

UNAIDS DATA 2021

https://www.unaids.org/sites/default/files/media_asset/JC3032_AIDS Data book 2021 En.pdf

2020'nin sonunda

* %84'u HIV
durumunu biliyor

* %87 ART aliyor

 Tedavi gorenlerin
%90 viral
baskilanma

(Hebal progress repart
o HIV, vival heparirls
atnd sexually Lransinittad
inleclions, 2021

soexrrarley i Ywpidalteytk
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World Health
Organization

GUIDELINES

CONSOLIDATED HIV STRATEGIC
INFORMATION GUIDELINES

DRIVING IMPACT
THROUGH PROGRAMME

MONITORING AND
MANAGEMENT

APRIL 2020

HIV STRATEGIC INFORMATION FOR IMPACT

2030 Hedefi 95-95-95

HIV+ & HIV-
linked to
prevention

Aware of Viral
status suppression

Protect people at
substantial risk

All people

https://apps.who.int/iris’/handle/10665/331697



« Basarili HAART iligkili virolojik baskilama ile HIV[buIag riski]
dramatik olgude azalir

Cohen MS et al. Antiretroviral Therapy for the Prevention of HIV-1 Transmission. N Engl J Med. 2016;375(9):830-8309.

» ART kullanan hastalardalyasam beklentisi| HIV-negatif emsallerine
benzer

May MT, et al. Impact on life expectancy of HIV-1 positive individuals of CD4+ cell count and viral load response to
antiretroviral therapy. AIDS. 2014;28(8):1193-1202.




Kimleri Tedavi Edelim?

Recommendations for Initiation of ART in HIV-positive Persons

without Prior ART Exposure”’
. —— L.‘_,. ORI
Asympteenatic BV nifection c e
To reduce ransmissizn af HIV c C
Symptametic HIV disesse R R
(GDE A or C candtions) incl tubarcidosls
Prirrary HIV infection c c
H |V RNA CD4 T Pregnancy {tedare third tnmaster] R R
|enfOSIt Conditiana (Tkely or possioly) sssocisted with R R
duze | HIV, other then COC stage B or C disessa.
y Say|S| * HIV-aszodated kidney d=ease R R
+ HiViaszooiated neuranognitive imparment R R
* Hodgkan's lymphoma R R
* HPV-assosoated cancers ;R R
+ (eher non-AIDS-defining cannars mauking G G
chemo- andlor radictherspy
* Autnimmune disease — atherwise unexplained LS
« High risk for CVD (= 20% estimated 10y risk)  C C
or hatory of CVD
Chrenic vir hepattis: [0 _
* HB\ requring stl-HBY trestmert R R
= HBV nol requirnyg ant-HBY uealmem {RY) C
+ HCV for which ant HEV treatment is being RN c
consdared or piven

ART is always recommended in any HIV-positive person with a cur-
rent CD4 count below 350 cells/pL.

GUIDELINES R use of ART is recommended

Version 7.1 C use of ART should be considered and actively discussed with the
N(A\\te'm h(; £ 2014 HIV-positive person; under these circumstances, some experts would




The N EW ENGILAN D
JOURNAL of MEDICIN E

EEEEEEEEEEEEEEEEE AUGUST 27, 2015 VOL. 373 NO. 9

Initiation of Antiretroviral Therapy in Early Asymptomatic
HIV Infection

The INSIGHT START Study Group™

* Nisan 2009 - Aralik 2013, 35 ulke, 4685 hasta
* CD4+ T lenfosit sayisi >500 olan ve <350 ART baslama
 ART CD4+ T lenfosit sayisi >500 baslananlarda net faydalar

Ertelenen Tedavi Hemen Baglanan
Tedavi



I'he NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

A Trial of Early Antiretrovirals and Isoniazid
Preventive Therapy in Africa

The TEMPRANO ANRS 12136 Study Group*

« Sahra alti Afrika, Mart 2008 - Ocak 2015, 2056 hasta
* Erken ART baslanan hastalar, ertelenerek ART baslananlarla

karsilastirildiginda olum ve HIV ile iligkili ciddi hastalik riski
daha dusuk

N Engl J Med. 2015;373(9):808-22.



4.4 When to start ART

’-','4\

Recommendations World Health

ART should be initiated for all people living with HIV regardless of WHO clinical Organization
stage and at any CD4 cell count.

The TEMPRANO and START trials had very similar estimates for the protective effect of ART among

individuals with HIV who had CD4 counts >500 cells/mm?, further supporting the Panel’s recommendation

that ART be initiated in all patients regardless of CD4 count. TR amseitg et 1 e e A srens ket
/ Cr 3t r b - AN 2op s SR SIDEE RLich
S s VT awd VAR

EACS European
ART is recommended in all adult PLWH, @ AIDS Clinical Society
irrespective of CD4 counts”

Asemptomatik, semptomatik, tim HIV ile enfekte kisilere, HIV pozitifligi saptanir Hlvl AI Ds

saptanmaz antiretroviral tedavi (ART) olabildigince erken baslanmahdir. Bu sayede, etkin viral Tani Tedavi Rehberi

BHI VA

British HIV Association

e We recommend that all people living with HIV should be on ART (Grade 1A).



7/ gun icinde ART

4.5.1 Rapid ART initiation

Recommendatio

ERERINER]
WHO

Ayni
gun/Acill
ART

Mumkun olan en kisa

Initiation of Antiretroviral Therapy (Last updated December 18,
2019; last reviewed December 18, 2019)

. m mzy’o[ﬂ ’is‘zc:pmmmdfof all persons with HIV 1o reduce moroidey and monalty (Al) and to prevent the Su red e
. x’&”&wh@bW”&m&mmmum’fﬂﬂmmmﬁm} WHO, BHIVA, DHHS’. IAS
patiants, and improve the rate of vrologic suppression among persans wih Y (Al EACS, HIV/AIDS EL KITABI




Acil ART / Hizl ART Kimlere?

« Semptomatik Primer HIV
Enfeksiyonu

« Hastanin ayni gun tedaviye baslama
istegi ve klinik uygunluk

» Gebelik

WHO,BHIVA,DHHS,EACS

Circumstances where immediate treatment initiation should be advised

Acute infection

Severe or prolonged symptoms

Neurological disease

Age = 50 years
CD4 count < 350 cells/pL

Pregnancy

CD4 T lenfosit sayisi ne
kadar dusukse ART o kadar
acil baslanmali
AIDS tanimlayan hastalik
HIV ile iligkili nefropati
(HIVAN)
HBV/ HCV Koenfeksiyonu
Akut/ yeni edinilmig HIV
enfeksiyonu
Gebelik
HIV/AIDS TANI IZLEM VE
TEDAVI EL KITABI




Tedavi Oncesi Degerlendirme

YUz yuze sonug verme

Net, anlasilir oima

Olumecil degil, kronik bir hastalik vurgusu
Hasta haklari

Bulas yollari




Tedavi Oncesi Degerlendirme

Sosyal
Psikolojik
Medikal destek

Anamnez HIV RNA
(aile oykus, ek CD4 T lenfosit sayisi

hastalik, aliskanliklar) Tam Kan Sayimi : e
Fizik muayene Biyokimyasal testler ygun Secimi

Laboratuvar testleri Serolojik testler
Gebelik testi
Ppd
Goruntulemeler
Genotipik direng testi
HLA-B 5701

HIV Evresini belirleme

DHHS,EACS, HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI 2021




FDA Approval of HIV Medicin
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https://hivinfo.nih.gov/understanding-hiv/infographics/fda-approval-hiv-medicines



Antiretroviral llaclar (ART)

* Nukleozid veya nukleotid revers transkriptaz inhibitorleri (NRTI)
* Non-nukleozid revers transkriptaz inhibitorleri (NNRTI)

* Proteaz inhibitorleri (PI)

» Integraz inhibitorleri ( INSTI)

» Giris inhibitorleri (Gl) (Flizyon inhibitorleri - CD4 T lenfosit
baglanma sonrasi inhibitorleri, gp120 baglanma |nh|b|torler|
CCRS reseptor antogonisti) B it i i ¢

Frevert comesrsion of HIV RNA Imie DHA

INSTIs

> anhibator

https /li-base. mfo/gwdes/art in- plctures/the -hiv- Ilfecycle



Abacavir (ABC) Doravirin (DOR)

Didanosin (ddl) Efavirenz (EFV)

Emtristabin (FTC) Etravirin (ETR)

Lamivudin (3TC) Nevirapin (NVP)

Stavudin (d4T) Rilpivirin (RPV)

Tenofovir (TAF/
TDF)

Zidovudin (ZDV)

Atazanavir (ATV)

Darunavir (DAR)

Fosamprenavir (FPV)

indinavir (IDV)

Lopinavir (LPV)

Nelfinavir (NLF)

Sakinavir (SQV)

Biktegravir (BIC)

Dolutegravir (DTG)

Elvitegravir (EVG)

Raltegravir (RAL)

Kabotegravir (CAB)

Guncel Antiretroviral llaclar

NRTI NNRTI Proteaz inh. integraz inh. m Guglendiriciler

Enfuvirtid (ENF-
T20)
(fizyon inh.)

ibalizumab (IBA)
(CD4 baglanma
sonrasi inh.)

Maravirok (MVC)
(CCRS5 antogonisti)

Fostemsavir (FTR)
(gp120 baglanma
inh.)

Ritonavir
(r/RTV)

Kobistat
(c/COBI)






AT,

Developed by the DHHS Panel on Antiretroviral Guidelines for Adults
(C and Adolescents — A Working Group of the Office of AIDS Research

ARAATY
u' . ,"

Advisory Council (OARAC)

How to Cite the Adult and Adolescent Guidelines:

Panel on Antretroviral Guidslines for Adults and Adolescents. Gusdelines for the Use dAnbmtmvnlAganlsnAmnsandMomm:
with HIV. Deparimant of Health and Human Sarvices. Avalable at hifps: =4 sies
AdutandAdolescentGL pdf. Accessed [insert dade] [insert page number, table numb -et-if—r,‘
It is emphasized that cx levant to HIV g evoive rapidly. The Panel has a ism to update recc dations on a
ragular basis, andlhemostraoam|Mwmmn0savai&lemmeHNthMbsm(muhwnfcnhgg)

CLINICAL INFO

HIVgov



Naiv Hastada ART Baslama Onerileri

Data also support the use of the two-drug regimen, dolutegravir plus lamivudine, for initial treatment.

Before initiating antiretroviral therapy (ART) in a person of childbearing potential, clinicians should discuss the person’s
intentions regarding pregnancy and a pregnancy test should be performed (Alll). Clinicians should refer to the Perinatal
Guidelines for recommendations on initial ARV regimen for an ART-naive person around the time of conception and

during pregnancy.
The Panel on Anhretrovnral Gundelmes for Adults and Adolescents (the Panel) class&ﬁes the following regimens as

Buctegrav:rltenofovur alafenamndelemtnambme (Al)*
e Dolutegravir/abacavir/lamivudine—only for individuals who are HLA-B*5701 negative and without chronic
hepatitis B virus (HBV) coinfection (Al)
. Dolutegravir plus (emtricitabine or lamivudine) plus (tenofovir alafenamide [TAF] or tenofovir disoproxil fumarate
[TDF])* (Al)
o Dolutegravirflamivudine (Al)}—except for individuals with HIV RNA >500,000 copies/mL, HBV coinfection, or
when ART is to be started before the results of HIV genotypic resistance testing for reverse transcriptase or HBV

testing are available.
To address .’%.ma pabient charactenstics and needs, the Panel also provides a st o Recommended Initial

Regimens in Certain Clinical Situations (see Table 6 below).

Given the many excellent options for initial therapy, selection of a regimen for a particular patient should be guided

by such factors as virologic efficacy, toxicity, pill burden, dosing frequency, drug-drug interaction potential, resistance
test results, comorbid conditions, access, and cost. Jable 7 provides guidance on choosing an ARV regimen based
on selected clinical case scenarios. Table 9 highlights the advantages and disadvantages of different components in a

Pmmmmmrmmmmnmmhuammwmbmm(mﬂ)ammmmmm
first achieve viral suppression on another regimen before switching to oral, and then injectable, CAB and RPV (see
Nntimizina Antiratraviral Tharany in the atinn ot \irnlan Tatalasilals

PAVNIRZRIGERINSIR
veya

Dolutegravir ve
lamivudinden olusan
ikili tedavi

DHHS 2021



Naiv Hastada ART Baslama Oneriler

HLA-B*5701 negatif

INSTI + NRTI HIV RNA >500.000 kopya/mL olmayan
. DTG/3TC (Al) HBsAg negatif

Direng tespit edilmemisg

DHHS 2021



Dual Tedavi

* ART sayesinde HIV ile yasayan hastalarin yasam beklentisi
artiyor

« ART iligkili potansiyel komorbiditeler, kardiyovaskuler hastaliklar,

bobrek hastaliklari, kemik patolojileri ve diyabet dahil olmak

uzere bir endise kaynagi
Lerner AM et al. Comorbidities in Persons With HIV: The Lingering Challenge. JAMA. 2020;323(1):19-20.




iR HIV Clinical Trials
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Lopinavir/Ritonavir Combined with Raltegravir

or Tenofovir/fEmtricitabine in Antiretroviral-Naive Subjects: A Nucleoside- and Ritonavir-Sparing Regimen

96-Week Results of the PROGRESS Study Containing Atazanavir Plus Raltegravir in
Antiretroviral Treatment-Naive HIV-Infected
Jup s Py Tugee Tk Fuctwenz Pobue? P Sejoehtatw® Jesspeds Cieti? Patients: SPARTAN Study RQSUItS

Bt Gy ® e T ® Ueds Crsdeca® Thunes Sudssuesa® Wtas Moten S e Spgets fay e

Michael ). Kozal, Sergio Lupo, Edwin Dejesus, Jean-Michel Molina, Cheryl
McDonald, Francols Raffl, jorge Benetuccl, Marco Mancini, Rong Yang,
Victoria Wirtz, Lisa Percival, Jenny Zhang, Li Zhu, Dilek Arikan, Awny
Farajallah, Bach-Yen Nguyen, Randi Leavitt, Donnie McGrath, Max Lataillade

& for the SPARTAN Study Team
Efficacy, safety, and tolerability of dolutegravir-rilpivirine @ ® Efficacy of a nucleoside-sparing regimen of

for the maintenance of virological suppression in adults darunavir/ritonavir plus raltegravir in
treatment-naive HIV-1-infected patients (ACTG

with HIV-1: phase 3, randomised, non-inferiority SWORD-1 A5262)
and SWORD"Z stUdies Takvo. Babafenls 2rarg Luv; 3ol ¢, Schzzre s, Watln ng, S0y M7 Kuresoes. Danlzl 25\ g0, C2rd

Y senltg, Zaka 1 Sozety, Edaand ) 2aotom, Barza ' K Petzr S8 Eren Jozepn LA ACTS
fesep M L\ere, Chien-Ching Mung, Cynthio Bansur, Francesco Castefli, Plere Mane Geard, Lesley P KoR, Elizebeth A 8lar, Kostes Anyefis, el
Bedan Wynne, Kat Vandermaenaben, Mark Lindeauand, Kim Smith tdartin Gartiand, Michan! Ahood AR THEN [T ORI TR

AL% Noxrbe 13,200 -'lune 28 - lssie 17 - p 2132122
sel KLZERICAD 0207 3022634b 1307



Lamivudin (3TC)-Dolutegravir (DTG) Dual Tedavisi

_'YAZAR ADI CALISMA ADI METOD OLKe HASTA SAYSI DTG bazh tedavi TEDAVI SEKL CALISMAYA ALINMA KRITERLER]

|Maggilo ve ark. 2017 prospektif ftatya 94 DTG+ 3TC Idame tedavisi 218 yag, kullandan ilagiara direng olmamal, 6 ay yads dahs
|Borghetti ve ark. 2016 retrospektd itakys 36 DTG+ 3TC idame tedavisi HIV RNA<50 kopya/ml [ undetectable), daha dnce en az bir
|Borghetti ve ark, 2019 retrospektif ftalya 587 DTG+ 3TC/ PR3TC Idame tedavisi HIV RNA siprese hastalar,

|loly ve ark. 2018 LAMIDOL praspektif Fransa 104 DTG+ 3TC idame tedavisi 18 yag, en az 2 yilder HIV RNA<SO kopya/ml, yidda en az 3 di
|Charpentier ve ark. 2017 DOLULAM prospektif Fransa 27 DTG+ 3TC Idame tedavisi en az 12 ay ART almak, >12 ay HIV RNA <50 kopya/ml, inte
|Baldin ve ark. 2019 retrospektd italya 221 DTG+ 3TC idame tedavisi 218 yag HIV RNA<SO kopya/ml

|Ciccullo ve ark, 2018 kemik mineral caligmasi  retrospektif ftalya 20 DTG+ 3TC Idame tedavisi Virokojik siprese [ HIV RNA<SO kopya/mi], tedavisi Dol+LAI
|Cahn ve ark. 2017 PADDLE praspektif Arjantin 20 DTG+ 3TC Baslange tedavisi 218 yag, nalv, HIV RNA 5000- < 100.000 copy/ml, CD4>20C
Tenorko ve ark. 2019 DOLAMA retrospektif spanya 177 DTG+ 3TC Idame tedavisi 218 yas en a2 6 ay sire ile ART alan HIV ANA<SD kopya/ml,
[Cahn ve ark. 2018 GEMINI 1-2 randomize 21 dlke 192 merkez  719/722 | Dualy Uglts tdv) DTG+ 3TC/ gl DTG+2TC+Emtristabin Baslange tedavisi 218 yag, HIV RNA < S00.000kopya/mi

|Nyaku ve ark, 2019 ABD DTG+3TC Baslang tedavisi 218 yag, HIV RNA < 500.000kopya/mi, CD4 sayisi Snembi de
|Tarwa ve ark. 2017 ASPIRE praspektif ABD DTG+3TC Baslange tedavisi 218 yag, HIV RNA < S00.000kopya/mi

|Tahwao ve ark, 2019 randomize ABD DTG+3TC / 10 tdv Idame tedavisi

|Blanco ve ark 2018 DOLANM randomize DTG mana+ DTG dual

|van Wyk ) ve ark 2020 TANGOD 369 DTG+3TC/ 372 TAF DTG+3TC/ TAFl kombinasyon

|Gilman ve ark. 2019

|Boffito ve ark, 2019

|Girouard ve ark. 2016 cast effectivite calismas  matematiksel mac ABD

|Wandeler ve ark, 2019 meta-analiz ksvigre 251 monof 1670 DTG bazl dus DTG mana/ DTG bazl dual Idame tedavisi

| Cruciani ve ark 2019 meta-analiz italya DTG bazh 4ghlyf nonDTG Oghl[ naiv hasta ) Basglangs tedavisi

|Baril ve ark.2016 dereme Kanada

|Radford ve ark. 2019 metaanaliz ABD DTG bazh dualy klask O¢hl tedand | nalv hasta ) Baglangs tedavisi

|Boswell ve ar, 2018 dereme Kanada DTG bazhk dual tedavileri kapsayan derleme Idame tedavisi 10 gozlemssl, 2 randomize ¢akgmay) igeriyor

|Achhra ve ark. 2016 meta-analiz Avustralyas i dual tdv/ Gghd tdv

Scott ve ark, 2019 dedeme ksvigre

Ac karnina ya da gida ile
birlikte
lyi bir glvenlik profili

Ac ya da tok gida ile birlikte

Yuksek genetik bariyere sahip, potent
llac ilag etkilesimi az

ki ilac ayni anda
alinabilir

llac ilag etkilesimi az
Maliyeti dusuk
Perry CM et al. Drugs. 1997;53(4):657-80
Katlama et al. Expert Opin Investig Drugs. 2012;21(4):523-30

Tek tablet formu

Soriano et al. Expert Opin Drug Saf. 2017;16(8):
923-932.



Dolutegravir plus lamivudine versus dolutegravir plus tenofovir @ & ®
disoproxil fumarate and emtricitabine in antiretroviral-naive =
adults with HIV-1 infection (GEMINI-1 and GEMINI-2): week 48

results from two multicentre, double-blind, randomised,

non-inferiority, phase 3 trials

Pedro Cahe, foan Sierss Modere, jose Borndn Arnbes, Antdreo Antinee, Roberto Ovtiz, Amandu £ Cavke, Chien-Ching Hung, furgen K Rockstroh,

Figra-Masie Gand Jin Sisves, Chop Mon, Alecandar Cane, Mark Lindenunod, Aller B Tenovio, Keth Pepns, Aian Wyans, Aqna Fettiglace
tArtin Garrland, Michaef Ahand, Ximaerly Smith, and the GEMINI Sty Team

21 ulke 192 merkez
2016 Temmuz-2017

rejime karsi dusuk o
benzer tolere edilebi

* HIV-1 enfeksiyonu o

Mart
1441 hasta
( 719 dua I/ 722 uclu)

100 GEMINI-1

§ 3 Two-drug regimen
= Three-drug regimen
% GEMINI-2
‘a Two-drug regimen
g [ Three-drug regimen
wn
v
<
=
o
Ny
=
T
Virological Virological ~ No virological
success non-response data

« 3TC/DTG, naiv hastalarda 48 haftada tclu

mayan efkililigi ve
irlik
an hastalarda baslangic

tedavisi olarak kullanimini desteklemekte




Crinoar Sviescr OPEN

| Three-year durable efficacy of dolutegravir plus
[amivudine in antiretroviral therapy - naive adults

Durable Efficacy of Dolutegravir Plus Lamivudine in

AntiretrosizalTeaatment—Naive Adults With HIV-1 with HIV-1 infection
Infectiont 96-Week Results From the GEMINI-1 and X g
S n i ini rials Pedro Cahn?, Juan Sierra Madero®, Jos¢ R. Arribas®, Andrea Antinori€,
anaomize cd da
Y 17° zf H » H g
Pedea Cakn MO Juae Stevea Madero, 240" José M. Arvibay, .-'4.'.).; Andrew Antivery, M0 ROb(.l’tU 0I’tl7 ! Amlﬂ nda E' Clark(‘ ! Chl(.ﬂ-Chlng HU"S ’
Roheto (rns, WD, Amondo £ Clavie. BM% Chicn-Chong Turg, M0, Sirgen & Revlvood, M7, e ' p; . : : 14 : j
Piseradorie Girond, M, Jieg Siewes. DPEA. Chov ¥ aa, 85, Riwgate Urhairete, MStar Jirgen K. Roc":tr oh”, Pierre-Marie lc"ard , Jorg S'e"e';s ’
Laisy: J. Bramion, B, Y dlavk Undevwoaodd, PR Allie K. Lenoviv, M Keeile . Mappe n“‘-’-‘am;i{ ChOY Y. Man®, R|mga|le Urbaltyte , Dalsy ]' Brandon ,
Sesan $yane, MO, Mavtie Gartiand, PRIV Mickaed Abow, MY Sean van #p8, HECAE, LEPM" and k . k o " ark
Kb ¥ Swaek, 4D, MPS Mark Underwood”, Keith A. Pappa®, Lloyd Curtis', Kimberly Y. Smith®,

Martin Gartland®, Michael Aboud’, Jean van Wykj and Brian Wynnck

» 48 haftalik verilerle tutarli olarak, Uc yillik kalici etkinlik, uzun streli
tedaviyle ortaya ¢ikan direng riskinde tolere edilebilirlik ve yuksek direng
artis olmaksizin 3TC/TDF/DTG bariyeri,
karsilastirildiginda uzun sureli, daha HIV-1 tedavisi icin DTG + 3TC'nin

dusuk olmayan etkinlik birinci basamak kullanimini destekler

HIV-1 ile enfekte kisilerde kullanimini
desteklemekte

J Acquir Immune Defic Syndr. 2020 Mar 1;83(3): AIDS. 2022 Jan 1;36(1):39-48.
310-318.



Belirli Klinik Durumlarda Onerilen Baslangic
Rejimleri

2 NRTI+ PI

. TAF veya TDF + FTC veya 3TC + DRV (c/r)
. TAF veya TDF + FTC veya 3TC + ATV(c/r)
. ABC/3TC+ DRV (c/r)

2 NRTI+ NNRTI

« TDF /3TC/DOR veya TAF/FTC +DOR
 TAF veya TDF+ FTC veya 3TC+ EFV
« TAF veya TDF/FTC/RPV

DHHS 2021



Patient or Regimen

Characteristi Clinical Scenario Consideration(s) Rationale/Comments
Pre-ART CD4 count <200 celis/ | Do Not Use the Following Regimens: A higher rate of virologic failure has
Characteristics mm? + RPV-based regimens been observed in those with low

treatment CD4 ts.

* DRV/r plus RAL i Fitrh
HIV RNA >100,000 Do Not Use the Following Regimens: Higher rates of virologic failure have
copies/mL (also see » RPV-based regimens been observed in those with high
next row if HIV RNA , pretreatment HIV RNA levels

* DRV/r plus RAL
HIV RNA >500,000 Do Not Use the Following Regimens: For DTG/3TC, limited data are
copies/mL » RPV-based regimens available in patients above this viral

load threshold.
+ ABC/3TC with EFV or ATV i
* DRVIr plus RAL

- DTGRTC

HLA-B™5701 positive or
result unknown

Do not use ABC-containing regimens.

ABC hypersensitivity, a potentially fatal
reaction, is highly associated with the
presence of the HLA-B*5701 allele.

DHHS 2021




Tek tablet rejimleri

| Coformulated Combination Products as Single-Tablet Regimens
Bictegravir/Tenofovir Alafenamide/Emtricitabine

* Biktarn )0 ma/25 mg/200 mQ tablet
Darunavir/Cobicistat/Tenofovir Alafenamide/Emtricitabine
ART-Specific Aone-pill, once-daily | STR Options as Initial ART Include: = Sypan | 80myts0mgtomg20mgtatiet |  tabiets |
Characteristics regimen is desired « BIC/TAF/FTC Dolutegravir/Abacavir/Lamivudine
g = Triumeq 50 mg/600 mg/300 mg tablet
DORITDF/TC Dolutegravir/Lamivudine

* DRVIETAF/FTC » Dovato l 50 mg/300 mg tablet ]

« DTG/ABC/3TC Dolutegravir/Rilpivirine

.DTGATC - Juluca | 50 mg/25 mg tablet |
Doravirine/Tenofovir Disoproxil Fumarate/Lamivudine

* EFVITDF/FTC - Delstrigo | 100 mg/300 mg/300 mg tablet |

« EFVITDF/3TC Efavirenz/Tenofovir Disoproxil Fumarate/Emtricitabine

* EVGIC/TAFIFTC 'Amml : zg"ﬂwm "‘mmm"‘g:z:
- a mg

* EVGIC/TDFIFTC Efavirenz/Tenofovir Disoproxil Fumarate/Lamivudine

« RPVITAF/FTC - Symfi 600 mg/300 mg/150 mg tablet

« RPV/TDFIFTC s Lo 400 mg300 ma/iS0 moiahial L
Elvitegravir/Cobicistat/Tenofovir Alafenamide/Emtricitabine
» Genvoya ] 150 mg/150 mg/10 mg/200 mg tablet l
Rilpivirine/Tenofovir Alafenamide/Emtricitabine
- Odefsey | 25 mg/25 mg/200 mg tablet |
Rilpivirine/Tenofovir Disoproxil Fumarate/Emtricitabine
- Complera | 25 mg/300 mg/200 mg tablet |




Patient or Regimen

Characteristics Clinical Scenario Consideration(s) Rationale/Comments
ART-Specific Food effects ] Regimens that Can be Taken Without Oral bioavailability of these regimens is
Characteristics, Regard to Food: not significantly affected by food.
continued

* BIC-, DOR-, DTG-, or RAL-based regimens

Regimens that Should be Taken[with Food:

* ATV/r- or ATV/c-based regimens
* DRV/r- or DRV/c-based regimens
* EVG/c/TAF/FTC?

* EVG/c/TDF/FTC®

* RPV-based regimens

Food improves absorption of these
regimens. RPV-containing regimens
should be taken with 2390 calories of
food.

Regimens that Should be Taken on an

Empty Stomach:

* EFV-based regimens

Food increases EFV absorption and
may increase CNS side effects.




Kronik Bobrek
Yetmezligi
(GFR<60 ml/dk)

Ozel Durumlar

TDF, ATV kullanmaktan kacin

ABC kullanilabilir

TAF GFR >30 ml/dk veya kronik diyaliz
hastasinda (calisma EVG/c/TAF/FTC)
kullanilabilir

ABC, TAF veya TDF kullanamadigin
durumlarda

DTG/3TC (HIV RNA <500,000 kopya/mL)
DRV/r + 3TC

DRV/r + RAL (CD4 sayisi 200 hucre/mm3

and HIV RNA >100,000 kopya/mL)



Kilo alimi

Osteoporoz

Psikiyatrik rahatsizlik
Hiperlipidemi

Ozel durumlar

INSTI (0zellikle BIC ve DTG) NNRTI veya PI
rejimlerinden daha fazla kilo alimi ile iligkilendirilmis
TDF den TAF gecisinde gozlemlenmis

TDF kullanmaktan kacin
ABC kullanilabilir

EFV ve RPV kacin

Pl, ELV, EFV dislipidemi ile iligkili

BIC, DOR, DTG, RAL ve RPV daha az lipid etkisine
sahip

TDF'den TAF'a geciste artan lipid degerleri



DTG noral tup defekt prevalansi DTG disi ART kullananlarla
istatiksel olarak anlamli degil (Botswana Tsepamo calismalari)

* DTG yerine RAL secimine gerek yok
 RAL dusuk genetik bariyerli ve tek doz tedavilerde yeri yok
« ELV dusuk genetik bariyerli

Antiretroviral Exposure in the Tsepamo Study,
Botswana

Rebecca Zash, Lewls Holmes, Modiegl Diseko, Denise |
Jacobson, Gloria Mayondi, Arielle Isaacson, Sonya Davey,
Judith Mabuta, Mompati Mmalane, Tendani Gaolathe,
Shahin Lockman, Joseph Makhema, Roger L. Shapiro
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3 ila 6 ay boyunca oral tedavide virolojik olarak baskilanmis
« Sk klinik izlemi kabul eden hastalar igin

» Enjekte edilebilir cabotegravir ve rilpivirin kombinasyonu

» Uzun etkili bir ARV rejimi

» Baslangic¢ tedavisi olarak onerilmemekte

INSTI plus One NNRTI _
Cabenuva Cabenuva 600 mg/900 mq kit contains: Lead-in with Oral CAB and RPV:
(CAB IM and RPV IM) o CAB 600 mg/3 mL vial and RPV 900 mg/3 mL vial o (CAB 30 mg and RPV 25 mg) PO once daily

with a meal for 4 weeks

Cabenuva 400 mg/600 mg kit contains:

o CAB 400 mg/2mL vial and RPV 600 mg/2 mL vial IM CAB and RPV:

e Loading dose: CAB 600 mg/3 mL IM x 1 dose
and RPV 900 mg/3 mL IM x 1 dose

o Continuation phase: CAB 400 mg/2 mL IM
every 4 weeks and RPV 600 mg/2 mL IM
every 4 weeks




* llaclara ileri diizeyde direncli HIV enfeksiyonu olan ve viral yuki
saptanabilir dizeyde devam eden hastalarda sadece calisma
kapsaminda elde edilecek ilaclar dnerilmekte

* Islatravir ( NRTI), lenakapavir ( kapsid inhibitori) ve leronlimab (CCR5
antagonisti) arastirma asamasinda olan ilaclar arasinda
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Naiv Hastada ART Baslama Onerileri

Recommended regimens

2 NRTIs + INSTI
ABC/3TC/DTG HBsAg negative
Recommended regimens
TAF/FTC/BIC 2 NRTIs + INSTI
ABC/3TC + DTG HLA-B'57:01 negative
ABCI3TCIDTG HBsAg negative
TAF/FTC or TD@ TAFIFTC or TOFIFTC or TOFI3TC
+ DTG +D16
TAFIFTC/BIC
TAF/FTC or TD
: TAFIFTC or TDFIFTC or TDFI3TC
+ RAL qd or bid +RAquzrrbid i
1 NRTI+ INSTI
1 NRTI + INSTI AT
XTC + DTG or 3TC/DTG HBsAg negative
HIV-VL < 500,000 copies/mL
Not recommended after PrEP failure
2 NRTIs + NNRTI
TAF/FTC or TDF/XTC + DOR or
TDF/3TC/DOR

EACS 2021



Alternative regimens

2 NRTIs + NNRTI

TAF/FTC or TDF/XTC + EFVor | At bedtime or 2 hours before dinner
TDF/FTCIEFV

TAF/FTC or TDF/XTC + RPVor | CD4 count > 200 cells/pL
TAF/FTC/RPV or TDF/FTC/RPV | HIV-VL < 100,000 copies/mL
' Not on gastric pH increasing agents

With food
2 NRTIs + Pl/r or Pl/c |
TAF/FTC or TDF/XTC + DRV/c or | With food
DRVIr or TAF/FTC/DRV/c

EACS 2021



* INSI ve TAF kilo alma iligkisi olabilir
 TDF bobrek, kemik toksisitesi

« EFV suisid girisim, mental rahatsizlik oykusu olanlarda
kullanilmamasi
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BHIVA guidelines

for the treatment

of HIV-1-positive adults
with antiretroviral therapy
2015 (2016 interim update)

Writing Group

Laord Waters Cholr

N Atmed, B Anges, M Baffitno, M Aower, D Theetid, 0 Oenn, S Fdeamds, © Emersen. SErfier, 1M Saher, A
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Antiretroviral treatment for adults living with HIV-1 2022 - consultation open until Thursday 9 June 2022



Table 5.1 Recommendations for choice of first-line ART

Recommended as initial treatment for most people living with HIV (Grade 1A)

Tenofovir-DX/emtricitabine or tenofovir-
AF/emtricitabine with dolutegravir

Abacavir/lamivudine/dolutegravir

HLA B*5701 negative and estimated 10-year
risk of CVD less than 10%

Tenofovir-AF/emtricitabine/bictegravir

Dolutegravir/lamivudine

No baseline lamivudine resistance
Baseline viral load less than 500,000 copies/mL
Baseline CD4 count greater than 200 cells/mm?

No active hepatitis B infection and if at risk of
hepatitis B, hepatitis B virus immune

Recommended as initial treatment in certain clinical situations (Grade 2A)

Tenofovir-DX/emtricitabine or tenofovir-
AF/emtricitabine with raltegravir

Baseline viral load less than 100,000 copies/mL

Tenofovir-DX/emtricitabine or tenofovir-
AF/emtricitabine with darunavir/ritonavir or
darunavir/cobicistat

Tenofovir-DF/lamivudine/doravirine or
tenofovir-DX/emtricitabine or tenofovir-
AF/emtricitabine with doravirine

Tenofovir-DX/emtricitabine or tenofovir-
AF/emtricitabine or abacavir/lamivudine with
efavirenz

May be a first-line choice in pregnancy and for
people on TB treatment but not recommended
outside these scenarios

BHIVAYE
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HIV/AIDS

EL KIiTAB




Turkiye’de bulunan Antiretroviral llaclar

ARV ila¢ Sinifi ARV ilag, igerdigi ilac Miktar |Ticari Preparat
Hivent film tablet
TDF/FTC, 300/200 mg Sidatria film tablet
Truvada film tablet
NRTI ABC, 300 mg Ziagen film tablet

3TC, 150 mg Epivir tablet

EFV, 600 mg Stocrin tablet

NNRTI RPV, 25 mg _|Edurant tablet
DRV, 400 mg ve 600 mg Prezista tablet

Pl LPV/r, 200/50 mg Kaletra tablet
RTV, 100 mg Norvir tablet
RAL, 400 mg Isentress tablet
TDF/FTC/EVG/c Gy
300/200/150/150 mg Stribild tablet
TAF/FTC/EVG/c

INSTI 10/200/150/150 mg Weavaya tablet

ve DTG, 25 mc Tivicay tablet

ABCIITC/BTG Triumeq tablet

1600/300/50 mg

HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI 2021



Tablo 4.1. Daha dnce ART almamusg, eriskin HIV pozitif bireyler icin birincl basamak ART rejimi

»  AVCa™gigeren antasit ve
multvitaminler ile eg 2zamanh
TG . alinmamalidir {en az 2 saat once veya
ABCTC/D g?ﬂggqlf:b?;? & saat sonra alinabilic). Yok
»  Rfampisin ile bicikte kallznilacaksa
OTG 50 mqg gunde iki kes Sneritir,

) FTC/BIC 25020050 mg | Agir karaciger yermezliginde -
FTCBIC | Giinge 1 tablet kullandmamalidr. Yok
TAF/FTC 25/200 my

TAFIFTC: Gince 1 tablat = AVCaMg igeren antasit ve

multwvitaminler ile eg zamanl
alimmarmalidin {2 az 2 saal Gnoe veya Yok
& saat sonra alinabilir).

verya TRF/FTC
TOFFTCE 3007200 mg

BTG g%%%’mtzum ®  Rilarmpisin ile bizikie kullanlacaksa

Giinee 1 tablat OTG 50 mg gunde iki kez dnerilir.

TAF/FTCE
veya
TDF/FTC: +
ATV cah
veya
ATV

Gunde 1 tablet veya
TOF/FTC 300/200 mg
Gunde 1 tablet
ATV/c

300/150 mg

Gunde 1 tablet veya
ATV 300 mg

Gunde 1 tablet ve
RTV 100 mg

Ginde 1 tablet

Yemakle




Naiv Hastada Birinci Basamak Tedauvi

ABC/3TC/DTG

DTG+3TC

TAF/FTC/BIC

TAF/FTC veya TDF/FTC+DTG

TDF/3TC/DOR veya
TDF/FTC+DOR

TAF/FTC veya TDF/FTC+RAL

Al/Ca/Mg iceren antiasit ve

*k%*

yok

multivitaminler ile es zamanli

alinmamali

Rifampisin ile DTG glnde 2 kez
HIV RNA >500.000 kopya/mL yok

olanlarda ve HBV koenfeksiyonu
olanlarda kullanilmaz.

Genotipik direng sonucu yoksa

tercih edilmez

« AQir karaciger yetmezliginde yok
kullaniimamalidir

**k* y0k

* 18 yas Uzerinde kullanim yok

» Al/Mg iceren antiasit ve yok

multivitaminler ile es zamanli

alinmamali

HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI 2021



Alternatif Rejimler

TAF/FTC veya
TDF/FTC+ ATV/c veya ATV/r

TAF/FTC veya
TDF/FTC+ DRV/c veya DRV/r

TDF/FTC+ EFV

TAF/FTC/EVC/c veya
TDF/FTC/EVG/c

TAF/FTC/RPV veya
TDF/FTC/RPV

RAL+DRV/c veya DRV/r

yemekle
Sulfanamid alerjisi olan hastalar izlenmeli yemekle
Yatmadan once ya da aksam yemeginden 2 saat 6nce ac¢ karnina
Al/Ca/Mg iceren antiasit ve multivitaminler ile es zamanli yemekle
alinmamali
CD4 T lenfositi sayisi >200 hucre/mm3 ve yemekle
HIV RNA duzeyi < 100.000kopya/mL ise kullanilir
PPI kontrendike
H2antagonistleri RPV’den 12 saat 6nce ya da 4 saat sonra
CD4 T lenfositi sayisi >200 hucre/mm3 ve yemekle

HIV RNA duzeyi < 100.000kopya/mL ise kullanilir
Al/Mg iceren antiasitler ile es zamanl alinmamali

HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI 2021



Antiretroviral Tedavi Degisikligi Nedenleri

Hasta isteqi
Yan etki
Toksisite

Basitlestirme

llac ilag etkilesimi
Gebelik
Maliyet

Virolojik basarisizlik




African Health Sciences + Ocak 2016-Nisan 2021

Makerere Modical School * Herhangi bir G¢lu ART kullanmisg
« En az 6 ay sure ile HIV RNA 100IU/

ml alti ya da negatif olan
« CDA4 T lenfosit sayisi 200 hucre/

mm3den fazla
Evaluation of Treatment Efficacy after Switching to Dolutegravir-Lamivudine Dual .
Therapy in People Living with HIV En az 6 ay 3STC+DTG alan hastalar

Abstract « 63 hasta calismaya alindi

Background: People living with HIV need to use antiretroviral therapy throughout their lives.

Objectives: Studies on the efficacy and safety of dual therapy are limited in Turkey. We sought
to evaluate the treatment efficacy and side effects among pa
combination of dolutegravir (DTG) and lamivudine (3TC) as a mair

Table 3. Reasons for and frequencies of switching to dual therapy.

Methods: This retrospective, single-centre study included individ

. Reasons for switch n (%)*
who were older than I8 years of age, living with HIV, switg casons for swi (%)

antiretroviral therapy regimen to DTG-3TC dual therapy, and follow Osteopentia 32 (43.2)
Results: The study included 63 patients living with HIV. The Osteoporosis 10(13.5)
(interquartile range (IQR): 36-51 years). The median follow-up ung Renal dysfunction 13(17.6)
was 10.4 months (7.1-16.0 months). In the course of dual therapy, Drug hypersensitivity 1 (1.4)

serious adverse effects that would necessitate a therapy switch, but ABierse: mastrointestioal Gifools 2(2.7)
in two patients. Two patients lost their lives, with one dying from s gastra . S8
respiratory failure associated with the underlying chronic obstructiv Drug-drug interactions 341
Hyperlipidemia 3(4.1)
Simplification 8 (10.8)
Qutdated cART 2(2.7)

Conclusion: The DTG-3TC dual-therapy regimen is a promising ang
be used as a treatment of choice for eligible patients.



ART Degisikliginde Oneriler |

2NRTI+NNRTI rejiminde basarisiz olanlar
NRTI/NRTI + DTG

NRTI/NRTI + Pl/r (alternatif)

Pl/r + INSTI

DTG + MVC

2NRTI + Pl/r rejiminde basarisiz olanlar
NRTI/NRTI + DTG

DRV (2x600) / r (2x100) + DTG

DTG + MVC

2NRTI + INSTI rejiminde basarisiz olanlar NRTI/
NRTI + PI

NRTI/NRTI + DTG (2x50mg)
Pl/r + DTG (2x50mg)

HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI

Managing Patients with Virologic Failure

If virologic failure is suspected or confirmed, a thorough assessment of whether one or more of the above
factors could have been the cause(s) of failure is indicated. Often, the causes of virologic failure can be
identified, but in some cases, they are not obvious. Distinguishing among the causes of virologic failure

is important, because the approaches to subsequent therapy may differ, depending on the cause. Potential
causes of virologic failure should be explored in depth. Once virologic failure is confirmed, steps should be
taken to improve virologic outcomes. These approaches are outlined below.

Key Factors to Consider When Designing a New Antiretroviral Regimen

* When designing a new ARV regimen for a patient with virologic failure, the expected potency of the
new agent(s) is critical in predicting virologic efficacy. A fully active drug is one that is expected to have
uncompromised activity after considering the patient’s ART history and current and previous resistance
test results, and whether an ARV drug with a new mechanistic action is available.*'**

* Anew ARV regimen can include two fully active drugs if at least one has a high resistance barrier, such
as the second-generation integrase strand transfer inhibitor (INSTI) dolutegravir (DTG) or the boosted-
protease inhibitor (PI) darunavir (DRV) (Al). Bictegravir (BIC), which is available only in a combination
pill with emtricitabine/tenofovir alafenamide (FTC/TAF), also has a high resistance barrier; however,
no data exist on its efficacy in this setting. If one of these drugs is fully active, they can be combined
with two NRTIs if at least one is also fully active. Altemnatively, if both the second-generation INSTI
and boosted Pl are fully active, they can be used in combination and be highly effective in those with
virologic failure, without NRTIs. If no fully active drug with a high resistance barrier is available, then
every effort should be made to include three fully active drugs in the regimen (Al). See the clinical
scenarios below for further guidance on the number of fully active drugs a regimen should contain.

* Despite the presence of some drug-resistance mutations, some ARV drugs in the regimen may still have

DHHS

TAF/FTC ile kombinasyon bulunan BIC
yuksek direng bariyerine sahip; bununla
birlikte, yeterli veri yok




Strategies not recommended

a. Monotherapy with a Pl/b
b. Monotherapy with DTG

c. Dual or triple NRTIs combinations

EACS



Hepatit B/ HIV Koenfeksiyonu

Considerations for Antiretroviral Use in Patients with
Coinfections

Hepatitis B/HIV Virus Coinfection (Last updated October 17, 2017; last reviewed October 17, 2017) : Hepatlt B SerOIOjiSi
1 Panel's Recommendations ] |zole AntiHBc pzotifligi olanlarda HBV
* Betare innation of antretrovrsl Tecapy (ART), al pabients who t%est postive for hepatins B surlaze antigen (HB<AQ) shoukd be
tested for hepalitis B virus (HEV) DNA using 8 quaniistve assay fo detmine te vel of HEV replcaten (A D NA
. Bemeecymm(F1C].Iammmm(:].hmmwlummnmkmum:amnﬁ)m .
(TG 1 FIC s s s sciptes v NRT) ucoce o oy suppeesinanbobo (ARY] Hepatit B asi programi
regmen (Al} .
S I TOF or TAF caniak baly be used, e siternativa recommendod HBV terapy I entecavi in aikion to o ly mippressive AntiHBs kontrol, 100IU/ml altinda rapel

ARV regimen (BY). Emecavir has activity against HIV; its use for HBV treatment without ART in patents with duz infecicn
may resul in the salection of e M184V mvsadon that confars HIV resistance 12 3TC anc FTC. Therefore, amecavr must be

used i ackdtion 1.2 filly $uppressi ARV ragimen whan gven 1 patiervs with HBV/HIV-coinfoction {AN) Peginlorferon aia TDF ya da TAF, 3TC ya da FTC e

menctherspy may akso be cansidered in oartain patents (CH).

+ Ofher HBY trtrmeet rogimens, incluting adefoir ko orin combisaon wih 3TC or FTC and fekivdine are ot kOmbinasyOnlarl

recommendad for patierss wilh HEVIHIV ccinlectce (CIl) o o :
' Wﬁ:mﬁaﬁgzgfmxmm;mm:m Telbuvidin, adefovir onerilmez
. Ifmnnd“:?;ummmwvmoﬁcfdm”dmpeﬁunhasmlﬂvwmm.&eMWdugs Entekavir etkin ART ile

active against HBV shouid be contiraed for HBY lrealment in combnation with ather sufable ARV agends 1o achieve HIV
suppressgon (AN)

*  HBV reaciiation has been cbeerved in parsans wih FBY inledion dunng interdferon free HCV &ealment. For Ihal reason,
all patients inifising HCV therapy should ba fested for HBY. Parsans with HCVIHIV coinfectian and acive HBY nfection
(Gederminad by & pesave HBsAg test) should raceve ART Tt includes two agents with ant-HBV activity onor to inialing
HCV therapy (Alll).

Rating of Recommendations: A » Sy, 8 = Mooerale: C » Optioval

Rating of Evidence: | = Dus from randomized conbratid irfu's N = Distis Fam wedt designed runeandomued iisls or absevedonsd
cofert stukas i ong-fanm cfeical cutromes: (Il = Expert oohvan

DHHS,EACS, HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI



Hepatit C / HIV Koenfeksiyonu

Hepatitis C Virus/HIV Coinfection
(Last updated August 16, 2021; reviewed August 16, 2021)

* All people with HIV should be screened for hepatitis C virus (HCV) infection (Alll). Patients at high risk of HCV

infection should be screened annually and whenever incident HCV infection is suspected (Alll). HCV serolo J iSi

» Antiretroviral therapy (ART) may slow the progression of liver disease by preserving or restoring immune
function and reducing HIV-related immune activation and inflammation. For most persons with HCV/HIV HCV RNA
coinfection, including those with cirrhosis, the benefits of ART outweigh concems regarding drug-induced liver ;
injury. Therefore, ART should be initiated in all patients with HCV/HIV coinfection, regardless of CD4 T ART CD4 T lenfosit sayisindan
lymphocyte csll count (Al). bagimsiz baglanmali

o Initial ART regimens that are recommended for most patients with HCV/HIV coinfection are the same as those el :
recommended for individuals without HCV infection. However, when treatment for both HIV and HCV is HCV tedavisi sirasinda He patlt B
indicated, the ART and HCV treatment regimens should be selected with special consideration for potential reaktive olabilir!

drug-drug interactions and overlapping toxicities (Alll) (see discussion in the text below and in Table 18).

» Al patients with HCV/HIV coinfection should be evaluated for HCV therapy, which includes assessing their liver
fibrosis stage to guide the duration of therapy and predict subsequent risk of hepatocellular carcinoma and liver
disease complications (Alll).

» Persons with chronic HCV/HIV coinfection should be screened for active and prior hepatitis B virus (HBV)
infection by testing for the presence of hepatitis B surface antigen (HBsAg) and antibodies to hepatitis B surface
(HBsAb) and core (HBcAD; total or Immunoglobulin G). Persons who are not immune to HBV infection (HBsAb
negative) should receive anti-HBV vaccination (Alll).

« HBV reactivation has been observed in persons with HBV infection during HCV treatment with direct-acting
antivirals. Accordingly, before initiating HCV therapy, persons with HCV/HIV coinfection and active HBV
infection (HBsAg positive) should receive ART that includes two agents with anti-HBV activity (Alll).

DHHS,EACS, HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI

HCV tedavisinde ilag ila¢ etkilesimi
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Tablo isaretier

. DEA dizeyinde ylksaime &  ARVdizeyinde yikselme

- C'E:‘i:’u:r,-' ::'».-L arzalma > /"‘—'\‘."c'x"..‘::", ~::::5 azslma € Kiinik olarak anlamly etkilesim yok
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Tuberkuloz / HIV Koenfeksiyonunda ART

« TB/HIV koenfeksiyonu olan tum kigiler, CD4 sayisindan bagimsiz olarak

ART'ye baslamall

« ART, CD4 sayisindan bagimsiz olarak mumkun olan en kisa surede (TB
tedavisine basladiktan sonraki iki hafta icinde) baslatiimall

« Dusuk CD4 sayisi seviyelerinde - erken ART baslayan kisilerde IRIS- BYYS
(bagisikhigin yeniden yapilanmasina bagli yangi sendromu) dikkat

* ART ile 4 hafta sureyle profilaktik prednizon

General recommendation

Tuberculosis

- TB meningitis

Cryptococcal meningitis

Initiation of ART

As soon as possible within 2 weeks after starting treatment for the opportunistic

. infection

As soon as possible within two weeks of starting TB treatment, regardless of
CD4 count

ART should be delayed for 4 weeks, but can be initiated within the first 2

weeks in PLWH with TB meningitis and CD4 < 50 (100) cells/pL

Defer initiation of ART for at least 4 weeks (WHO recommends a delay of
4-6 weeks and some specialists recommend a delay of 6-10 weeks in severe
cryptococcal meningitis)

EACS



Tlberkiloz / HIV Koenfeksiyonunda ART

+ Al patients with HIV and active TB who are not on antiretroviral therapy (ART) should be started on ART as described below.
+ CD4T lymphocyte (CD4) cell counts <50 cells/mm’; Iniiate ART as soon as possible, but within 2 weeks of starting TB
— e (AT,

' lgm counts 250 cellsimm®: Iniiate ART within 8 weeks of starting TB treatment (Al). I

uring pregnancy, regardless of CO4 count. Inisale AR as early as feasioie, for reatment of the person with HIV and to
prevent HIV transmission fo the infant (AIIl).

+ With TB meningitis: When initiating ART early, patients should be closely monitored, as high rates of adverse events and deaths
have been reported in a randomized trial (Al

+ For patients with active TB who are receiving ART, the ARV regimen should be assessed with particular attention to potential
drug-drug interactions between ARVs and TB drugs. Rifamycin antibiotics (rfabutin, nfampin, and rifapentine), in particular, have
considerable potential for drug-drug interactions. The ARV regimen may need to be modified to permit use of the optimal TB
treatment regimen (see Tables 24a through 24e for drug interaction data and dosing recommendations). (All).

Rating of Recommendations: A = Strong; B = Moderate; C = Optional

Rating of Evidence: | = Data from randomized controled trials; Il = Data from wel-designed nonrandomized trals or observational
cohort studies with long-term clinical outcomes; [ll = Expert opinion

DHHS

« CD4 T lenfosit sayisi <50/
mm3 ise TB tedavisinden 2
hafta sonra ART

« CD4 T lenfosit sayisi =250/
mma3 ise TB tedavisinden 8
hafta sonrasina kadar ART
ertelenebilir (0zellikle ilag
etkilesim durumunda)

* ART ile 4 hafta sureyle
profilaktik prednizon (14 gun
boyunca 40 mg, ardindan 14
gun boyunca 20 mg)

HIV/AIDS TANI IZLEM VE
TEDAVI EL KITABI




Recommended regimens with rifampicin

2 NRTis + NNRTI

TDF/XTC + EFV or At bedtime or 2 hours before dinner
TDF/FTC/EFV

ABC/3TC + EFV HLA-B*57:01 negative

HBsAg negative
HIV-VL < 100,000 copies/mL
At bedtime or 2 hours before dinner

Alternative regimens with rifampicin

2 NRTIs + INSTI

TDF/XTC + DTG bid

TDF/XTC + RAL bid

ABC/3TC + RAL bid

HBsAg negative
HLA-B*57:01 negative

Other combinations with rifabutin

2 NRTIs + Plir

TDF/XTC + DRVIr,
ATVIr or LPVIr

With food

ABC/3TC + DRV/r, ATVIr, or LPVIr

HLA-B*57:01 negative
HBsAg neqative

HIV-VL < 100,000 copies/mL
With food

EACS

Birinci Segenek ART

TDF/FTC+ EFV veya TDF/
3TC+EFV
ABC/3TC+EFV

Alternatif ART
(rifampisin ile)

TDF/FTC veya TDF/3TC
+DTG (gunde 2 kez)
TDF/FTC veya TDF/3TC
+RAL (gunde 2 kez)
ABC/3TC+RAL (gunde 2
kez)

Alternatif ART (rifabutin ile) TDF/FTC veya TDF/3TC
+DRV/r, ATV/r, LPV/r
ABC/3TC+ +DRV/r, ATVIr,

LPV/r

HIV/AIDS TANI IZLEM VE TEDAVI EL KITABI



Tablo 6.4. Rifampisin-rifabutinin antiretroviral tedavi ile kullanimi

Rifampisin Rifabutin

NRTI
TDF Her iki ilag da standart dozda

Her iki ilac da standart dozda

NNRTI
— Rifabutin 450 mg/gtin
EFV Her iki ilag da standart dozda EFV standart dozda
Pl
Cift doz LPV/rya da . . P
LPV/r RTV 2 x 400 ma Rifabutin 150 mg/giin

DRV/r Onerilmemekte
ATV/R

INSTI
DTG

DTG 2 x 50 mg Her iki ilag da standart dozda

N Rifabutin 150 mg/g[’m-
RAL 2 x 800 mg 00 rr er iki ilac da standart dozda
CCRS inhibitorii
_
—




Karaciger Fonksiyon Bozuklugunda ART

NRTIs Pis
ABC | Child-Pugh Class A: 200 mg bid (use oral solution) ATV | Child-Pugh Class A: no dose adjustment
| Child-Pugh Class B or C: contraindicated | Child-Pugh Class B: 300 mg qd (unboosted)
No dosage en | Child-Pugh Class C: not recommended
3T1C . No dosage adjustment ATVic | Child-Pugh Class A: no dosage adjustment
TAF | No dosage adjustment cﬁlld-Pugh Class B or C: not recommended =
TAFIFTC _| No dosage adjustment cosl ' Refer to recommendations for the primary Pl
TDF | No dosage adjustment DRV | Child-Pugh Class A or B: no dosage adjustment
TDF/FTC _No dosage adjustment | Child-Pugh Class C: not recommended
ce the interval between DRV/c | Child-Pugh Class A or B: no dosage adjustment
= IPLEAS - | Child-Pugh Ciass C: not recommended
NNRTIs . TAFIFTCIDRVIc | Child-Pugh Class A or B: no dosage adjustment
EFV No dosage adjustment. use with caution in persons 'é},ju_p;,gh Class C- not recommended
TOFFICEFY | whth hapatic impairmant LPVIr | No dosage recommendation; use with caution in
ETV | Child-Pugh Class A or B: no dosage adjustment | persons with hepatic impairment
| Child-Pugh Class C: no data RTV | Refer to recommendations for the peimary Pl
Ny? Chlk_!»—P;ug‘h CiassBor C: contraindmd ) Al
RPV gggg:mgmﬂ:@ngwmjml FTR I No dosage adjustment
TAFIFTC/RPV | Child-Pugh Class A or B: no dosage adjustment A
Child-Pugh Class C: no data ENF - No dosage adjustment
TDFIFTC/IRPV | Child-Pugh Class A or B: no dosage adjustment El
| Child-Pugh Class C: no data wmf .h.‘.‘?. dosage aq;:s:mem
TDF/3TC/DOR | g:::iugh Ciass é o:toeda n; dosage adjustment CCRS Inhibitor
| ugh Class C: !
DOR Child-Pugh Aerbing aRtnont mMve | No dosage recommendations. Concantrations will

Child-Pugh Class C: no data

likely be increased in persons with hepatic impairment

DTG | Child-Pugh Ciass A or B: no dosage adjustment
| Chiid-Pugh Class C: no data
BIC | Child-Pugh Class A or B: no desage adjustment
| Child-Pugh Class C: no data. not recommended
TAF/FTC/EVG/c | Child-Pugh Class A or B: no dosage adjustment
| Child-Pugh Class C: no data
TDFIFTC/EVGic | Child-Pugh Class A or B: no desage adjustment
| Child-Pugh Class C: no data
ABCI3TCI/IDTG ] | Use separate compounds and refer to those adjust-
mems
TAF/FTC/BIC | Child-Pugh Ciass A or B: no dosage adjustment
| Child-Pugh Class C: no data
CAB | Child-Pugh Class A or B: no dosage adjustment

| Child-Pugh Class C: no data

EACS



Bobrek Fonksiyon Bozuklugunda ART

eGFR ' (ml/min)

Haemodialysis
| z50 | 30-49 10-29 < 10
NRTIs '
—_—
ABC™ 300 mg g12h or l No dose adjustment required
600 mg q24h _
FTC™ 200 mg q24h 200 mg q72h 200 mg q96h 200 mg g24h '
3TC™ 300 mg q24h 150 mg q24h 100 mg q24h™ 50-25 mg q24h'- 50-25 mg q24h - -
TDF"" Not recommended Not recommended
300" mg g24h 300 mgq48h | (300" mg q72-36h, (300" mg q7d, 300" mg q7d "
if no alternative if no alternative)
TAF! =~ 25+ mg q24h No data 25 mg q24h'~
ZDV 300 mg q12h | No dose adjustment required 100 mg q8h 100 mg q8h"~
Combinations
ABC/3TCY 600/300 mg q24h
ZDVI3TC 300/150 mg q12h Use individual drugs
ABC/3TC/ZDV 300/150/300 mg q12h o
TAF/FTC™ 257200 mg q24h Use individual drugs [ 257200 mg 24~
TDF/FTC™ 300" /200 mg g24h  300/200 mg g48h Use individual drugs
NNRTIs
EFV 600 mg q24h No dose adjustment required
ETV 200 mg qg12h No dose adjustment required
NVP 200 mg q12h No dose adjustment required | Additional 200 mg '
RPV 25 mg g24h No dose adjustment required
TAF “IFTC"IRPV 25"/200/25 mg q24h | Use individual drugs™' | 250200025 mg q24h ™'
TDF"IFTC"/RPV 300" /200'25 mg q24h Use individual drugs
DOR 100 mg g24h No dose adjustment required; < 10: no PK data
TDF *43TC*/DOR | 300-/300/100 mg g24h Use individual drugs
Pis™"
?Twc 300/150 mg q24h N
Do not initiate if No dose adjustment required' """ Not recommended
eGFR < 70 mL/min
L. if used with TOF *
ATVir 300/100 mg g24h No dose adjustment required *" Not recommended
DRVIr 800/100 mg g24h
600/100 mg g12h No dose adjustment required' ™"’
DRVI/c 800/150 mg g24h No dose adjustment required™"' Not evaluated
Do not initiate if
eGFR < 70 mL/min

f used with TDE -

TAF“/FTC/DRV/c 10/200/800/150 mg g24h | Use individual drugs

LPvie |400M00mgqi2h | No dose adjustment required E‘ \CS




eGFR (mLU/min) -
Haemodialysis
|50 |ao49 _ |1020 ______|<i0

RAL 1 x 400 mg tablet No dose adjustment required """
qi2hor
2 x 600 mg tablets
q24h
DTG 50 mg q24h No dose adjustment required™"
TC/DT 300/50 mg g24h Use individual drugs
ABC/3TCIDTG 600/300/50 mg Use individual drugs ™"
q24h
RPVIDTG 25/50 mg q24h No dose adjustment required "’
AFIFTC"/BIC 25/200/50 mg q24h | No dose adjustment | Not recommended if eGFR > 15- < 30 mL/ | No adjustment if on
required "/ min or if eaGFR < 15 mL/min without chronic | HD, however, use
HD as safety nol established " should generally be
avoided and only
used if potential
benefits outweigh
potential risks ™
TAF“IFTC"IEVG/c 10/200/150/150 mg q24h Not recommended ™" 10v200/150/150 mg z
q24h"
TOF “IFTCVEVG/c 300 /200/150/150 | Not recommended
mg g24h
Do not inttiate o
eGFR < 70 mL/min

30 mg q24h No dose adjustment required "
CAB LA 400/600 mg 1x4 w | No dose adjustment required "
RPV LA - - 600/900 mg 1x/8 w - B
MVC: co-administered without CYP3A4 | 300 mg g12h No dose adjustment required
\ighihitocs..
MVC: co-administered with CYP3A4 If eGFR < 80 mL/min 150 mg q24h

Ibalizumab 2000 mg loading dose foliowed by 800 mg every 2 weeks.
No dose adjustment required
FTR 600 mg q12h INodosead]usumnt required

EACS



Dosing in
Usual Daily Dosing in Persons with Renal Persons with

Generic Name
(Abbreviations)

Dose® Insufficiency Hepatic
Trade Name

Impairment

Some FDC products are not recommended in persons with different degrees of renal insufficiency. The
recommendations for individual FDCs based on CrCl level are outlined below.

» CrCl <70 mL/min: Initiation of Stribild is not recommended.

» CrCl <50 mL/min: FDCs not recommended: Atripla, Cimduo, Complera, Delstrigo, Temyxis, Truvada, Symfi, Symfi-Lo
» CrCl <30 mL/min: FDCs not recommended: Dovato, Epzicom, Triumeq

» CrCl <30 mL/min and not on HD: FDCs not recommended: Biktarvy, Descovy, Genvoya, Odefsey, and Symtuza.

The component drugs in some of the FDC products listed above may be prescribed as individual formulations with dose
adjustment based on CrCl level as indicated below in this table.

NRTIs
Abacavir ABC 300 mg No dose adjustment necessary. Child-Pugh Class
(ABC) PO twice daily A:ABC 200 mg PO
Ziagen or twice daily (use
ABC 600 mg oral solution)
PO once daily
Child-Pugh Class B
orC:
Contraindicated
Appendix B, Table 11. Antiretroviral Dosing Recommendations in Persons with Renal or Hepatic Insufficiency D H H S

(Last updated June 3, 2021; last reviewed June 3, 2021) (Page | of 10)



Drug-drug Interactions between ARVs and non-ARVs
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» Tedaviye baslama karari hasta ile birlikte alinmali
 MUmkun olan en kisa surede ART baslamali

* Naiv hastada 2NRTI+ INSTI ya da 3TC+DTG

« Hastalarin 6zel durumlari, koenfeksiyonlari
degerlendirilerek alternatif ART secilmel

» OmUr boyu ART kullanmanin énemi anlatiimall
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