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Insan immiinyetmezlik viriisii
(HIV) Enfeksiyonu

= HIV enfeksiyonu uygun antiretroviral tedavi (ART) ile kontrol edilebilir bir
hastaliktir

= ART’den once HIV’li hastalarda birkac yil icinde son donem HIV enfeksiyonu
(AIDS) gelismekteydi

= Glnumuzde ileri evreye gelmeden tedavi baslanan HIV pozitif hastanin HIV
negatif biri kadar yasayabilecegi disiinilmektedir

i b | @ Centers for Disease Control and Prevention
# CDC 24/7: Saving Lives, Profecting People™

No effective cure currently exists for HIV. But with proper medical care, HIV can be controlled. Treatment for HIV is called antiretroviral therapy or
ART. If taken the right way, every day, ART can dramatically prolong the lives of many people infected with HIV, keep them healthy, and greatly lower
their chance of infecting others. Before the introduction of ART in the mid-1990s, people with HIV could progress to AIDS (the last stage of HIV

infection) in a few years. Today, someone diagnosed with HIV and treated before the disease is far advanced can live nearly as long as someone who

does not have HIV.




Antiretroviral Tedavi (ART)

= 1987 yilinda Zidovudin (ZDV, AZT) HIV infeksiyonu tedavisinde FDA
onayi aldi

= Bunu izleyen sekiz yil icinde nuikleozit revers transkriptaz enzim
inhibitérd (NRTI) olan {ic yeni ilac kullanima girdi

= 1995’ten 2003’e kadar non-NRTI, proteaz inhibitdri (Pi) ve fiizyon
inhibitorl olmak tzere 15 yeni antiretroviral ila¢ onay aldi

= 1996 yilinda tekli tedaviden kombine tedavilere (HAART; Highly Active
Antiretroviral Therapy) gecis oldu

= 2006 yilinda ilk tek tablet rejimi uygulanmaya baslandi

= 2007 yihinda CCR5 inhibitora ve integraz inhibitorlerinin kullanimi
onaylandi




HIV Replikasyonu

= Virlis CD4 ve koreseptorlere tutunur,
membran flizyonu ile virion 6zyapisi
sitoplazmaya gecer HIV

= Viral genomik RNA ters
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Antiretroviral ilaclarin Etki
Mekanizmasi
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HIV Enfeksiyonu Tedavisinde Kullanimda Olan
Antiretroviral Ajanlar

Niikleozid RTI (NRTI)
e Zidovudin (ZDV)
e Didanosin (ddl)
e Zalsitabin (ddC)
e Stavudin (d4T)
e Lamivudin (3TC)
e Abakavir (ABC)
e Emtrisitabin (FTC)
e Tenofovir DF (TDF)

eTenofovir alafenamid (TAF)

Nonniikleoz(t)ide RTI (NNRTI)
e Nevirapin (NVP)
e Delavirdin (DLV)
e Efavirenz (EFV)
e Etravirin (ETR)
e Rilpivirin (RPV)

integraz inhibitorleri
e Raltegravir (RAL)

e Dolutegravir (DTG)
e Elvitegravir (EVG)




HIV Enfeksiyonu Tedavisinde Kullanimda Olan
Antiretroviral Ajanlar

Proteaz inhibitorleri (Pl) Boosterler
e Saquinavir (SQV) e Ritonavir (RTV)
e Ritonavir (RTV)  Cobicistat (cobi)

e Indinavir (IDV)

e Nelfinavir (NFV) Fusion inhibitérleri
e Amprenavir (APV) e Enfuvirtid (T-20)
e Lopinavir/r (LPV/r)
e Atazanavir (ATV) CCR5 Antagonist
e Fosamprenavir (Fos-APV) e Maravirok (MVC)

e Tipranavir (TPV)
e Darunavir (DRV




Niikleozid ve Niikleotid Analogu Revers
Transkriptaz Inhibitorleri {NRTI)

= NRTI'lerin hedefi HIV'in revers transkriptaz enzimidir

= Cift sarmalin stabilizasyonunu saglayacak olan fosfodiester kdprulerinin
olusmasini engelleyerek proviral DNA'nin elongasyonunu bloke eder ve
zincirin durmasina neden olarak DNA sentezini engeller

1. Zidovudin (ZDV)

2. Didanosin (ddl)

3. Zalsitabin (ddC)

4, Stavudin (d4T)

5. Lamivudin (3TC)

6. Abakavir (ABC)

7. Emtrisitabin (FTC)
8. Tenofovir DF (TDF)

9. Tenofovir alafenamid (TAF)




Non-Niikleozid Revers Transkriptaz inhibitorleri
(NNRTI)

= NNRTI’ler HIV’in revers transkriptaz enzimini inhibe eder

= Revers transkriptazin katalizorle aktive edilmis olan baglanma bolgesini
bloke ederek polimerizasyonu belirgin 6lctide yavaslatir

= Yulksek oranda ve hizli direng gelisimi 6nemli bir sorun

= Direng genetik bariyeri diisuktur, tek nokta mutasyonu ile ortaya cikar,
grup icinde capraz direncg var (etravirin haric tiim sinifa)

1. Nevirapin (NVP)
2. Delavirdin (DLV)
3. Efavirenz (EFV)
4, Etravirin (ETR)

5. Rilpivirin (RPV)




Proteaz inhibitorleri (Pi)

= PI’lar viral 6ncll gag-pol poliproteininin proteaz enzimi araciligiyla
kirllmasini 6nleyerek infeksiyoz olmayan, immatur viral partiktllerin
olusmasina neden olur

= Virolojik olarak potent ve sirdirulebilir etki (6zellikle RTV ile
glclendirildiginde)

= Direncin gelismesi icin bircok mutasyona gerek var, bu nedenle PI
direnci yavas gelisir (direng genetik bariyeri yliksek)

(=Y

Saquinavir (SQV)

2. Ritonavir (RTV)

3. Indinavir (IDV)

4, Nelfinavir (NFV)

5. Amprenavir (APV)

6. Lopinavir/r (LPV/r)

7. Atazanavir (ATV)

8. Fosamprenavir (Fos-APV)
9. Tipranavir (TPV)

10. Darunavir (DRV




Giris inhibitorleri

= CCR5 koreseptor antagonistleri, CCR5 molekultine 6zgul olarak baglanir
ve CCR5 molekuli ile viral gp120 alt biriminin baglanmasini engeller

= Kullanimi 6ncesinde viral tropizm belirlenmeli

= Flizyon inhibitori olan T-20, gp41’in HR2 domainini taklit ederek HR1'e
kompetitif olarak baglanir ve hiicreye flizyon icin gp41’de olusmasi
gereken yapisal degisiklikleri inhibe eder

= T-20’ye karsi hizli bir sekilde diren¢ mutasyonlari gelismekte

1. Maravirok (MVC)

2. Enfuvirtid (T-20)




integraz Inhibitdrleri ‘Integrase Strand
Transfer Inhibitors’ (INSTI)

= Integraz, viral DNA’nin hedef hiicre niikleusuna girerek hiicresel
genoma integre olmasinda rol oynar (HIV replikasyonunda ana unsur)

= INSTI’lar integrazin katalitik bolgesine baglanip hiicre nukleusuna
tasinarak integrazin ‘strand transfer’ aktivitesini inhibe eder

Hizli virolojik baskilama saglar

Daha az yan etki ve daha az ilag etkilesimi

Integraz geninde ortaya cikan kritik mutasyonlar INSTI’ne direnc
gelisiminden sorumlu

.

Raltegravir (RAL)

N

Dolutegravir (DTG)
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ART hedefieri

= Plazma HIV RNA'yI maksimum diizeyde ve surekli baski
altinda tutmak

= Immun fonksiyonlari iyilestirmek ve korumak

= HIV ile iliskili morbiditeyi azaltmak, hayatta kalmanin
suresini uzatmak ve kalitesini artirmak

= HIV bulasmasini é6nlemektir

https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf

)



Rehberler

= DHHS: Department of Human and Health Services
= EACS: European AIDS Clinical Society

= WHO: World Health Organization (DSO)

= BHIVA: British HIV Association

= Ulusal HIV/AIDS Tani Tedavi Rehberi 2013




Antiretroviral Tedavi (ART)

WHEN TO START WHAT TO START

Ne zaman SERTAAAICUETEDR
baslanacak? baslanacak?




Hizla ART Basianmasi Gereken
Durumlar

= Akut/erken infeksiyon (akut retroviral sendrom)
= Gebelik
HIV/hepatit B virts koinfeksiyonu

HIV/hepatit C virts koinfeksiyonu

AIDS tanimlayici hastalik, HIV-iliskili demans ve AIDS iliskili malignite

Firsatci infeksiyonlar
Disik CD4 sayisi (<200 /mm3)
HIV iliskili nefropati (HIVAN)

https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf

)



Tedavi Ne Zaman Baslayalim?

Hastaligin evresi?

CDA4 sayisi?

Viral yuk?




Tedavi Ne Zaman Baslayalim?

= START ve TEMPRANO calismalari (2015)
= Tedavi baslama onerileri degisti

= Saptadigin anda tedavi ver




START (The Strategic Timing of
Antiretroviral Treatment) calismasi

ART’ye baslama konusunda glincel rehberlere i1sik tutmus 6nemli bir calisma,

35 lilkeden 215 merkezin dahil oldugu ve 4685 hastayi kapsiyor,
= Tedaviye hemen baslanan grup

= CDA4(+)T hiicre sayisi <350/mm3 olunca baslanan grup
= AIDS orani
= Ciddi AIDS tanimlayici hastalik

= Oliim oranlari karsilastiriimis

Uc yillik takip

Sonug¢: Hemen ART baslanan grupta AIDS iliskili olan ve olmayan hastaliklar ile
mortalite daha dusik tespit edilmis.

The INSIGHT START Study Group. Initiation of antiretroviral therapy in early asymptomatic HIV infection. N Engl J Med. 2015; 373:808-22.

)



TEMPRANO c¢alismasi

Randomize kontrolll klinik calisma,

= HIV-infekte CD4+ T hiicre sayisi <800 /mm3 hastalar

= Hastalar dort gruba ayrilmis; 1.erken tedavi alan, 2.erken tedavi+INH prof
alan, 3.gec tedavi alan, 4.gec tedavi+INH prof alan

= Hastalarin yarisina INH profilaksisi verilmis ve diger yarisina verilmemis
= 2000 den fazla hasta 30 ay izlenmis

= AIDS ile iliskili olan ve olmayan durumlar, kanser, tuberkuloz, invaziv
bakteriyel enfeksiyonlar incelenmis

= Sonug: Erken ART alan grupta olum ve ciddi HIV hastaligi gelisme riski daha
diistik (HRO.56) tespit edilmis.

TEMPRANO ANRS Study Group, Danel C, Moh R, et al.
A Trial of Early Antiretrovirals and Isoniazid Preventive Therapy in Africa. N Engl J Med. Aug 27 2015;373(9):808-822.




ART; Ne zaman- WHO 2015

Box 1. The START study ) e

The interim results of the Strategic Timing of Antiretroviral Treatment (START) trial were
reviewed as a complementary assessment of the evidence. This study enrolled 4685 people
at 215 sites in 35 countries. Twenty-seven percent of the participants were women, and
approximately half were gay men. The study examined the rates of AIDS and serious
AIDS-defining iliness or death among people who were randomized to receive immediate
ART versus deferring ART until their CD4 count dropped below 350 cells/mm?3. The median
baseline CD4 count was 651 cells/mm? in the intervention group. In the deferred group,
the median CD4 count at ART initiation was 408 cells/mm?. Follow-up lasted for a mean

of three years. A total of 86 events (death, AIDS and serious non-AIDS events) occurred
among those with later treatment initiation, whereas 41 events occurred among those

starting ART immediately, representing a 57% reduction in negative outcomes among those GUIDELINE ON WHEN
treated early. In both groups, most events occurred when CD4 counts were higher than 500 T0 START A"T;:EE;:S‘Y"::[']-
cells/mm?. The study also showed that immediate ART reduced both AIDS-related and non- ON PRE-EXPOSURE
AIDS-related events, but the benefit was greater for AIDS-related events. Tuberculosis (TB), PROPHYLAXIS FOR HIV
Kaposi sarcoma and lymphoma — the —=-* -=——=- 3 ———
less frequently in the immediate ART . . et
ma.ggnﬁndes)y e e e e 2.1 When to start antiretroviral therapy
were similar between groups. These e
levels and across geographical region: 2.1.1 When to start ART among adults (>19 years old)
) [ NEW |
Recommendation

®  ART should be initiated among all adults with HIV regardless of WHO dlinical stage and
at any CD4 cell count (strong recommendation, moderate-quality evidence).

o As a priority, ART should be initiated among all adults with severe or advanced HIV
clinical disease (WHO dlinical stage 3 or 4) and adults with CD4 count <350 cells/mm?
(strong recommendation, moderate-quality evidence).




ART: Ne zaman- BHIVA

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

BHIVA

4.0 When to start

4.1 Chronic infection

4.1.1 Recommendations

. We recommend people with HIV start ART (1A).

4.1.2 Auditable outcomes

B Proportion of diagnosed PLWH on ART.

. Proportion of PLWH not on ART where the rationale for this, and a discussion of the benefits of ART,
has been documented at least annually.

More recently, preliminary results of the START study have been presented and published [17]. This study
enrolled 4685 adults with CD4 cell counts above 500 celis/plL (median CD4 cell count 651 cells/ul) in 35 countries,
and randomised them to start ART immediately or to defer ART until the CD4 count fell below 350 cells/ulL. The
risk of developing AIDS, a serious non-AlDS event or of death (combined as the primary endpoint) was reduced by
57% In those who were randomised to start earlier, after a median follow-up period of 3 years. The results were
similar in high-income when compared to low- and middle-income countries and driven mainly by a difference in
rates of AIDS events, particularly T8 and cancers. Immediate ART was not associated with higher risk of grade 4
events or unscheduled hospital admissions.




ART; Ne zaman- DHHS

Initiation of Antiretroviral Therapy (Last updated October 17, 2017; last
reviewed October 17, 2017)

Panel's Recommendations
» Antiretroviral therapy (ART) is recommended for all individuals with HIV, regardless of CD4 T lymphocyte cell count, to reduce the
morbidity and mortality associated with HIV infection (Al).
* ART is also recommended for individuals with HIV to prevent HIV transmission (Al).

»  When initiating ART, it is important to educate patients regarding the benefits and considerations of ART, and to address strategies

to optimize adherence. On a case-by-case basis, ART may be defermed because of clinical and/or psychosocial factors, but therapy
should be initiated as soon as possible.

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

Rating of Evidence: | = Data from randomized confrolled frials; Il = Data from well-designed nonrandomized frials or observational
cohort studies with long-term clinical outcomes; Nl = Expert opinion

Two large, randomized controlled trials that addressed the optimal time to initiate ART—START® and
TEMPRANQ"—demonstrated approximately a 50% reduction in morbidity and mortality among individuals
with HIV who had CD4 counts =500 cells/mm* and who were randomized to receive ART immediately versus
delaying initiation of ART (described in more detail below). The Panel on Antiretroviral Guidelines for Adults
and Adolescents (the Panel) therefore recommends immediate initiation of ART for all people living with
HIV, regardless of CD4 count (Al). Prompt initiation of ART is particularly important for patients with certain
clinical conditions, as discussed below.




ART; Ne zaman- DHHS

, CD4 sayisina ayni zamanda HIV
bakilmaksizin mortalite ve |bulasini azaltmak igin
morbiditeyi azaltmak igin |oneriliyor.
tim HIV infekte Bazi durumlarda tedavi
hastalarda klinik ve psikososyal
onerilmektedir ). faktérlere bagh

ertelenebilir ancak tedavi
mimkin oldugu kadar
erken baslanmalidir.




ART; Ne zaman- EACS

Recommendations for Initiation of ART in HIV-positive Persons with Chronic
Infection without prior ART Exposure

Recommendations take inio account the leved of evidence, the degree of

et (s e L e Primary HIV Infection (PHI)

ART & recommmendad in all aduls with chronic HIV infection,
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dialely. Use of ART should also be recommiended at any S04 oount? in
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: diyge = 5 yesars

Version 9.0 GO4 count < 350 oallsbil

October2017 »
English ©




ART; Ne zaman- EACS

Semptomatik HIV Hastaligi(CDC
Siniflamasina gore B ve C, tbc
dahil)

Asemptomatik HIV infeksiyonu

Her CD4 seviyesinde CD4 Sayisi
Kesinlikle onerilir <350 >350

Kesinlikle énerilir  Onerilir




ART: Ne zaman- TURKIYE

Tablo 3. Antiretroviral Tedaviye Baslama Zamam

KLINIK KATEGORI CD4 T HUCRESI SAYISI ONERILEN
Sempiomatik hasta Herhangi bir defier Tedavi baglanmali
Asemptomatik hasta <350 hilcre/mm’ Tedavi baglanmali

Tedavi baglanmas yararhdir. Hastamn Gzel

i " 3
Agcapiometic kesty A-300 tijac man kosullarina gire tedavi Gnerilir.

Tedavi baslanabilir. Hastanin dzel kosullar
Asempiomatik hasta =300 hilcre/mm? degerlendirilerek, istekli ve hazmirsa tedavi
anerilebilir.

T.C. Saglik Bakanlhgi Turkiye Halk Saghgi Kurumu, 2013




HIV Pozitif Bireyin ART’ye Baslamaya ve Surdurmeye
Hazir Olup Oimadiginin Degerlendirilmesi- EACS

ART'ye baglamaya hazir olma evreleri

Karar dncesi: Destek: Bireyin tavrina sayg: gésterin. / Bireyin saghk ve tedavi ile dgii inangianni anlamaya
“flaca geveksinme duymuyorum; kendimi iyl hissedi- cahgin. / Glven sajlayin. / Ozl ve bireysebestirimis bilgi sajlayn / Bir sonraki randevuyu

yorum.” belirleyin.

“Bunu digtinmek istermiyorum. *

Daglnme: Destok: Iklemde kalmaya izin verin. / Bireyin clumsuz ve olusuz yonlen degedendirmesine

olanak tansyin. /Bireyin bilgiye olan gereksinimini degeriendirin ve bilgiye ulagmasina destek

“IKonuyu tariyorum; ne yapacagim konusunda karar veremiyorum.”
I verinJ/Bir sonraki randevuyu belirleyin.

Hazifanma: J' Destek: Bireyin karanm peldgtirin. / En uygun rejimin ne oldoguna bireyle birfikte karar verin. /
“Baglamak istiyorum; sanmm Jaglar, normal bir yagam strmemi Bireyi tedaviye uyum, direng ve yan etkiler konusunda editin. / Tedavinin gdnllk yagama nasil
saglayacak ” dihil edilecegini tarhigin. / Bireyin kendi kendine tedaviyi kulanma etkinligini

degerlendinin

Ona su somyu o Tedaviye bagiadiktan soora, ilaglanm tarigbigimez (befiredigimiz)
gekide kulanma konusunda kendine ne kadar glveniyorsun? GAS 0-10 degerdendirmesini
kulanen™
Bccen galgtrme egtim planiayr:

« liag kukanma eitimi, mubtemelen MEMS (medication event manitoring systemeilag

olaylann izleme sistemi), &rn., elekironik hap kutulan
§ « Egitim destegi ile bifikle dogrudan gazetim albnda tedai
5 + Gereg kullarmi: cep telefonu alarmian, hap kutulan

+  Uygun oldufunda destekleyici araglanfkigler olaya dahil edin

Son kontrol': Tedavi plam yapidiginda, birey ART kullanma konusun- da yeterfi mi ve

ARY ulagilabilic mi?
Idame: | Degerlendiin: Her 346 ayda bir uyum’™!
“Devam edecedim” veya "Uzun vadede d eime k wa | Uyurnun degerendrilmesi: lyi uyum gdsteren bireyler igin: gosterlen baganya sayg duyun.
sikintilanm var® | Degedendinn: Bireyin tedaniye uyum gos ve d etme y & konue sundaki kendi
Uyare: Birey, ileri bir evreden tekrar geriye dénebilir; bu dénls, “idame” agm.
evresinden “karar éncesi” evreye dahi olabiir .$urusurun Gelecek 3-6 ay iginde #aglanm kullanma konusunda kendine ne kadar glveni-

| yorsun? GAS 0-10 degerlendirmesini kullanin™/

| Yeterk uyum géstermeyen birey igin: sorunkar igin yansitma teknigini kullanin Igevselligi
| engelleyen inanglan tanimiayabimek ign agik sorular sorun.

| Degeclendiin: Hazir olma ini degerdendrin ve ye gire destek verin.
' Deqcrv-h“mn En@hvemm
| B yu belrleyin ve destedi yineleyin




ART Baslama Karari- DHHS

+ART bagslanacak hastanin tedaviye istekli ve
hazir olmasi,

*Tedavinin yarar ve riskleri ile ilag uyumunun
onemi hakkinda bilgilendirilmesi




ART konusunda karar vermeyi ve ART’ye uyumu
etkileyen bazi engeller bulunmaktadir

Sorunlari ve kolaylastirici etmenleri arastirin ve bunlarla ilgili konusun

= Asagidakileri sistematik olarak degerlendirin:
Depresyon
Bilissel sorunlar
Alkol veya keyif verici madde kullanimi

= Asagidaki konular hakkinda konusun:
Sosyal destek ve taninin agiklanmasi

Saglik giivencesi ve ilag tedarikinin surekliligi
Tedavi ile ilintili faktorler

= Sorunlari tanimlayin, tartisin ve mimkun oldugunca birden ¢ok disiplini
kapsayan bir ekip yaklasimi ile azaltmaya calisin

http://www.eacsociety.org/files/guidelines_8.2-english.pdf




Tedaviye Baslama Karari

Klinik muayene
Bazal tetkikler

Degerlendir

Acil baslamayi gerektiren bir durum var mi?

Tedavi basla Hasta ile tedavinin yarar ve riskleri
ilag uyumunun 6nemi hakkinda konusulmali

Tedaviye hazir ve istekli mi? degerlendirilmeli

http://www.eacsociety.org/files/guidelines_8.2-english.pdf ‘
https://aidsinfo.nih.gov/contentfiles/Ivguidelines/adultandadolescentgl.pdf




Naiv hastalarda ART baslarken
oneriler

= ART, CD4 T lenfositi sayisina bakilmaksizin daima énerilmelidir; ancak
CD4 T hicresi sayisi ne kadar diisukse, ART’ye o kadar erken baslanmali

= ART baslanmadan once genotipik direng testi yapiimali

= Genotipik test sonuclari alinmadan dnce ART baslanmasi gerekirse, ilk
secenek ilac rejiminde direng genetik bariyeri yiiksek bir ilac (6rn., PI/r,
Pl/c veya DTG) bulundurulmal

= Tedaviye baslanmadan 6nce, HIV viral ylk diizeyi ve CD4 T lenfositi
sayisi tekrar olcilmeli

= Cinsel yolla HIV bulasmasini, AIDS ile iliskili bir olayin gelismesini ve
(gebeligin tglincl U¢ ayindan 6nce) anneden bebege HIV bulasmasini
azaltmak amaciyla da ART kullanimi énerilmeli




Antiretroviral Tedavi (ART)

Integraz Inhibitoérii

veya
Proteaz Inhibitorii
veya
NNRTI

ART rejimine genellikle ti¢ aktif ilagla (farkh 22 ilag sinifindan olmak
Uzere) baslanir




EACS 2017-ilk Secenek Tedaviler

Initial Combination Regimen for ART-naive Adult HIV-positive Persons

A) Recommended regimens [one of the following to be selected)

ABCIITCID ABCITC/DTG BONI0NSD myg. 1 tablet gd | AliCaMg-containing antacids or | None
TAFFTC*or TAFIFTC 25200 mg, 1 tablet gd or multivitamins should be taken well  poge
TOFFTC TOFFTC 3000200 mg, 1 tablat gd separated in Bme (minimum 2h
afler or Gh before),
+ DTG + DTG 50 mg, 1 tabled gd DTG 50 mg bid with nfamgicin.
TAFFTCEVGIC™ ar TAFIFTCEV G 102001 S50 myg, 1 tablet gd ar AlICalMg-cantaining antacids or | With faod
TOFFTCEVGE " TOFFTCEYG: 3007200015011 50 myg, 1 tablet gd multivitaming should be taken well
segarated in Bme {minimum 2h
afier or Gh before),
TAFFTCH or TAFIFTC 25200 mg, 1 tablet gd or | Co-administration of artacids Moo
TOFFTC™ TOFFTC 300200 mg, 1 tablet gd containing Al or Mg nat recames
+ RAL + RAL 400 mg, 1 tablet bid merded. FAL 400 or 800 mg bid

with rifampicin.

/\

2 HRTIs + Plir or Plic >

TAFRFTCRPY 2520025 mg, 1 tablet qd or
TOFFTCRPY 300200525 myg, 1 tablet gd

Oy if CO4 pount > 200 celisiul
and HIV-VL < 100,000 copiesimL.
PP contraindicated; H2 antago-

nistz io be taken 12h before or 4h
RPW.

With food

TAF o
TOFFTC™

+ DRV o
+ DFE

TAFIFTC 104200 myg, 1 tablet gd o
TOFIFTC 300200 mg, 1 tablel qd
DiRtie BOBA 50 my, 1 tablet od or
+ DRY 800 mg, 1 tablet gd + RTV 100 myg, 1 tablet gd

Maritar in persors with & knaown
sulfonamide allemqgy.

With food




EACS 2017-Alternatif Tedaviler

Initial Combination Regimen for ART-naive Adult HIV-positive Persons

B) Alternative regimens (to be used when none of the preferred regimens are feasible or available, whatever the reason)

ABCIITC BOOFA00 my, 1 tablet gd + RAL 400 mg, 1 bablet bid

Co-administration af aniadds
containing Al or Mg not recome
mended.

Rl 40 or B0 mg bid with

Mone

TORFTCERY

ABCIITC 0000 mg, 1 tabilet gd = EFY 600 mg, 1 tablet qd

TORFTGEFY 30020000 mg, 1 tablet gd

i beed @me ar 2 hours bedore dinner

CZ NRTls + Piir or Plic_>

TARFTC . or TARFTC 107200 myg 1 tablet qd or With facd
TOFIFTE= TOFIFTEC S00¢200 mg, 1 tabled qd

= ATVio-=1 ar + ATVl 300150 myg, 1 tablet gd or

T + ATV 300 myg, 1 tablet gd + RTY 100 mg, 1 tablet qd

ABCATO. - ABC/ATC B0AMAN0 mg, 1 tablet gd Cinby if HIVAL = 100,000 copies! N With food
= ATV ar + ATWlo 00150 myg 1 tablet gd or ml.

& Tl + ATV 300 myg, 1 tablet gd + RTY 100 mg, 1 tabiet qd

ABCATC ABCIATE B0AAN0 my, 1 tablet gd Monilor in persons with a known | With food
= DRVIE" o + DRVc BOOMS0 my, 1 tblet gd ar sulfcramide allergy.

* DRV + DRV B00 mg, 1 tablet gd + ATV 1 tablet 100 mg, 1 tablet qd




EACS 2017-Diger Tedaviler

Initial Combination Regimen for ART-naive Adult HIV-positive Persons

other combinations >
RRAL RAL 400 mg, 1 tablet bid

+ DRVID or + DRV BOOM50 mg, 1 tablet gd ar
& DRV + DRV 800 mg, 1 tablel gd « RTWY 100 mg, 1 tablet qd

Only if CO4 count > 200 o=lis!
pl and HfLAL = 100,000 copies)
mi. Co=adminisiration of antscds
containing Al or Mg not recome
mended.

With food




DHHS 2017-ilk Secenek Tedaviler

Recommended Initial Regimens for Most People with HIV
regimens are those with demonstrated durable virclogic efficacy, favorable tolerability and toxicity profiles, and ease of use.

INSTI + 2 NRTls;

* DTGIABCI3TC® (Al}—if HLA-B*5701 negative

» DTG + tenofovir'/FTC* (Al for both TAF/FTC and TDFIFTC)
» EVGlcftenofovir'/FTC (Al for both TAFIFTC and TOF/FTC)
* RAL® + tenofovirfFTC® (Al for TOFFTC, All for TAF/FTC)

*3TC may be substituted for FTC, or vice versa, if a non—fixed-dose NRTI combination is desired.

®TAF and TDF are two forms of tenofovir approved by the FDA. TAF has fewer bone and kidney toxicities than TOF, while TOF is
associated with lower lipid levels. Safefy, cost, and access are among the factors to consider when choosing between these drugs.

= RAL can be given as 400 mg BID or 1200 mg (two 600-mg tablets) once daily.

¢ Several other NRTI-limiting treatment sirategies are under investigation. See the secfion fitled Selected Strategies That Are Under
Evaluation and Mot Yet Recommended below for discussion regarding these regimens.

® LPVir plus 3TC is the only boosted Pl plus 3TC regimen with published 48-week data in a randomized controlled trial in ART-naive
patients. Limitations of LFVir plus 3TC include twice-daily dosing, high pill burden, and greater rates of gastrointestinal side effects than
other Pls.

@



DHHS 2017-Bazi Klinik Durumlarda
onerilen Tedaviler

Recommended Initial Regimens in Certain Clinical Situations

These regimens are effective and tolerable, but have some disadvantages when compared with the regimens listed above, or have less
supporting data from randomized clinical trials. However, in certain dinical situations, one of these regimens may be preferred (see Table
[ for examples).

<@n general, boosted DRV is preferred over boosted ATV)

+ (DRV/c or DRVIr) + tenofovir®/FTC* (Al for DRVIr and All for DRVIc)

+ (ATWc or ATVIr) + tenofovirt/FTC? (BI)

+ (DRV/c or DRVIr) + ABC/3TC? —if HLA-B*5701-negative (BIl)

+ (ATVic or ATVIr) + ABC/3TC®* —if HLA-B*5701-negative and HIV RNA <100,000 copies/mL (CI for ATV/r and CIll for ATV/c)

NNRTI + 2 NRTIs, >

* EFV + tenofovirt/FTC= (Bl for EFVITDF/FTC and BIl for EFV + TAFIFTC)
+» RPVitenofovirtfFTC* (BI)—if HIV RNA <100,000 copies/mL and CD4 >200 cells/mm?®

CINSTI + 2NRTIs: D
+ RAL: + ABC/3TC® (Cll)—if HLA-B*5701-negative and HIV RNA < 100,000 copies/mL

imens to Consider when ABC, TAF, and TDF Cannot be LI@ =
+« DRMIr + RAL {Blmﬁﬁ—h‘ HIV RNA <100,000 copies/mL and CD4 >200 cells/mm?
« LPVIr + 3TC* (BID)® (ClI)




BHIVA 2016-ilk Secenek Tedaviler

5.0 What to start

5.1 Summary of recommendations
* We recommend that therapy-naive PL\WH start ART containing two nucleoside reverse transcriptase

inhibitors [NRTIs) plus one of the following: ritonavir-boosted protease inhibitor (P1/r), non-
nucleoside reverse transcriptase inhibitor (NMRTI) or integrase inhibitor (INI) [1A).

Table 5.1. Summary recommendations for choice of ART

Preferred Alternative

MNRTI backbone Tenofovir-DF and emtricitabine Abacavir and lamivudine™

Tenofovir-AF and emtricitabine

Third agent Atazanawvir C Efawvirenz D

{alphabetical
order) Darunavir/r

Dolutegrawvir
Elvitegrawir/c"
Raltegravir

Rilpivirine®




TURKIYE 2013-ilk Secenek Tedaviler

Tablo 5. Tedavi Almamis Hastalar il;in Omerilen Semalar

T.C. Saglik Bakanhgi Turkiye Halk Saghgi Kurumu, 2013

Onerilen Kombinasyon
ILK SECENEK
T - Tenofovir / Eminsitabin f Efavirenz
) (TDF/FTC ) { EFV )
/Lupinavirf’ ritonavir x-'c}'a\
I
Tenofovir / Emtrisitabin o - {:H.FFI:': R) -
NRTI-P I (TDF / FTC) ve e | SO veys
(DRV /R
Atazanavir #/ Ritonavir
ATV /R
\_/
P ——
NRTLINSTI Tenofovir / Eminsitabyf+ Raltegravir®
) ( TDF { FTC RAL )

@®



TURKIYE 2013-ikinci Secenek Tedaviler

IKiNCi SECENEK T
Zidovudin / Lamivudin /Efﬂ‘r'irﬂnz veya ( EFV 1\
ve
(ZDV / 3TC) \__ Nevinapin (wvp) /
e —
NRTI-NNRTI [ Abakavir / Lamivudif* Efavirenz N —
{ ABC"/3TC)
Tenofovir f Emtrisitabs
{ TDF /FTC ) T —
Lopinavir / ntonavir veya
Zidovudin / Lamivudin (LPV/R)
(ZDV /3TC) Darunavir ® / ritonavir veya
MRTI-P1 veya ve (DRV/R)
Abakavir / Lamivudin < gy s .
| Atazanavir */ ritonavir
(ABC/3TC) (ATV/R)
NRTLINSTI Zidovudin / Lamivu Ra]tcgrau
( ZDV/3TC) {' RAL )

T.C. Saglik Bakanligi Turkiye Halk Saghgi Kurumu, 2013

@



YAN ETKi-NRTI
NRTI

e . Bobrek Etkisi
Tenofovir disoproksil sSepum keeatinint

fumarate *Proteiniiri

Hipofosfatemi

*Glikoziiri

*Hipokalemi

*Fanconi sendromu

Kemik Etkisi

*Proximal renal tubulopati-osteomalazi
*Kemik mineral yogunlugu

Lipid profili Gzerine etkisi

.TAF ve abacavire gore daha iyi

Tenofovir alafenamide Bobrek ve kemik yan etkileri dahal
fumarate

Abacavir HLA B 5701 ile iligkili allerjik yan etki




YAN ETKIi-INSTI

Dolutegravir-DT6 « %2 uykusuzluk, basagrisi

» Intihar diisiincesi-nadir

« Rifampisin DTG diizeyini digtirir

* DTG Metformin diizeyini 2 kat artirir
* Antiasitler ve laksatifler

Raltegravir-RAL « Hipersensitivite reaksiyonu
* CPK?, kas giigstizligli, rabdomiyoliz

» Depresyon, Intihar diisiincesi-nadir
* Depresyon

» Intihar diisiincesi-nadir

* TGt LDLT,HDL?T

« Bulanti-Ishal

* Antiasitler ve laksatifler

Elvitegravir-EVG




YAN ETKI-NNRT!

Efavirenz SSS yan etkileri
*Depresyon
Kot riyalar
*Bas agrisi
*Bas donmesi
«Intihar egiliminde artis
Noral tip defekti
Deri dokiintisu

TG1 LDLt Kolesterolt
Rilpivirin SSS yan etkileri
HIVRNA >100 000 *Depresyon
CD4<200 «Kétii riival
Ortak yan etkiler efavirenze gore dahaaz | stua;ﬁ?; o

*Bas donmesi

«Intihar egiliminde artis
*TG1 LDLT,

*Kolesterolt

*QT uzamasi




YAN ETKi-PI
PL [Vametkler

*Darunavir/Ritonovir -DRV/r G1S yan etkiler i
*Bulanti-kusma, ishal

*Darunavir/kobisistat - DRV /c -Transaminaz yiiksekligi
Lipid paneli

*TG1 LDLT, Kolesterolt
Deri dokintisd,
Ates,

Lopinovir/Ritonovir (LPV/r) 615 yan etkileri
+ Bulanti-kusma, ishal
*Transaminaz yiiksekligi
Lipid paneli
*TG1,LDL1T, Kolesterolt
Deri dokintisd,
Ates,
Uzun siireli kullanimda QT uzamasi (MI riski)
Insiilin direnci

Atazanavir/Ritonovir ATV/r 6IS yan etkileri
» Bulanti, Ishal
Atazanavir/kobisistat ATV/c - Sarilik, Kolelitiazis,

« Indirekt hiperbilirubinemi,
Nefrotoksisite, Nefrolitiazis,
Deri dokiintisd,




Rehberlgrde itk sggenek tedaviler
2NRTI + Integraz Inhibitori

TAF/FTC ABC/3TC/DTE TAF/FTC
TDF/FTC TDF/FTC+RAL
Evé ©
Endikasyon 12 yas ve lizeri viicut agirhgi en az 35 | 12 yas ve lizeri viicut agirhigi en az 40 kg | 16 yasin altindaki hastalarda gtivenlilik ve
kg olan HIV-1ile enfekte, iceriginde |iizeri HIV 1ile enfekte igeriginde etkinlik belirlenmemistir
bulunan ajanlara kars: bilinen direngle | bulunan ajanlara karsi bilinen direngle
iligkili mutasyonu bulunmayan eriskin | iliskili mutasyonu bulunmayan eriskin ve
ve adolesanlarin tedavisinde adolesanlarin tedavisinde endikedir.
endikedir.
Renal TAF/FTC+EVG © CrCL > 30 ml/dk | CrCl > 50 ml/dk TAF/FTC+RAL CrCL > 30 ml/dk
fonksiyonlar

TOF/FTC+EVG © CrCL > 50 ml/dk

TDF/FTC+RAL CrCl > 50 ml/dk

HLA gen tipi

Onemi yok

Tedaviyi baslamadan énce her hastaya
HLA-B*5701 genini tasiyip tasimadigi
agisindan test yapilmalidir. HLA-B*5701
genini tagiyan hastalara kesinlikle

baslanmamalidir.

Onemi yok




Rehberlgrde itk sggenek tedaviler
2NRTI + Integraz Inhibitori

TAF/FTC ABC/3TC/DTG TAF/FTC
TOF/FTC TDF/FTC+RAL
EVG ©

Miyokart
Enfarktisd
(MI)

Bir baglanti bulunmamaktadir.

Gozlemsel calismalar ABC ile MI riskinde
artig arasinda baglant oldugunu
diisiindiirmektedir. Bu ¢calismalar daha ¢ok
tedavi deneyimli hastalarda yapilmis
calismalardir.

ABC/3TC/DTG baslayacaginiz hastada MI
ile iliskili diger risk faktérlerini azaltmaya
caligin,

» sigaranin birakilmas,

* hipertansiyonun kontrol altina alinmasi,

* hiperlipidemi

Bir baglanti bulunmamaktadir.




Rehberlgrde itk sggenek tedaviler
2NRTI + Integraz Inhibitori

TAF/FTC ABC/3TC/DTE TAF/FTC
TDF/FTC TDF/FTC+RAL
EvG ©
Hipersensitivite | Ozel bir uyari bulunmamaktadir | Tedavi 6ncesi HLA-B*5701 tfesti mutlaka Raltegravir iligkili hipersensitivite
yapilmalidir. Pozitif olanlara kesinlikle olabilir

baglanmamalidir.

Negatif olan kigilerde de halen hipersensitivite
gelisme riski vardir.

Hipersensitivite reaksiyonundan siiphe
edildiginde ( brongit, faranjit, gastrointestinal
problemler, influenza benzeri semptomlar dahil )
HLA B5701 geni negatif olsa bile tedavi
kesilmelidir.




Rehberlgrde itk sggenek tedaviler
2NRTI + Integraz Inhibitori

etkilesimi agisindan degerlendirilmelidir.
Ozellikle tiiberkiiloz tedavisi alan
hastalarda kullanimi énerilmez.

TAF/FTC ABC/3TC/DTG TAF/FTC
EVe ©
HBY Ko enfekte hastalarda tedavisinin kesilmesi | Ko enfekte hastada Lamivudin tek basina | Ko enfekte hastalarda tedavisinin
. Hep B alevlenmesine sebep olabilir, yeterli olmaz. kesil ; B alevl i
KOENkaSIyOﬂU P p Hep B igin ayrica ilag eklenmesi gnerilir, S:‘;;;"i?;;}lﬁ-ﬁ alevienmesine
He.pcl‘l'ik Hafif ve orta hepatik yetmezlikte doz Hafif hepatik yetmezlikli hastalarda ABC | Hafif ve orta hepufik ye‘rmez“k‘re
YE"'IT\EZ'"( ayarlamasi gerekmez. (Child A ve B) doz azaltilmasi gerekebilir (Child A) doz ayarlamasi gerekmez. (Child A
Ciddi hepatik yetmezlikli hastalarda dnerilmez | Orta ve agir hepatik yetmezlikli ;P:,B)k - + ligi
(Child ©) hastalarda énerilmez. (Child B ve €) gir Karaciger yetmeziigine
farmakokinetigi calisiimamigtir
Giiclendirici | @ copicistat icerir. Giiclendirici Giiglendirici
BOOST&I“ © e Bu nedenle eklenen her tedavi |Iﬂ§ BOOS“'BI‘ ee igermez. B-OOS"’EI" ©@e i;er‘mez

Lipid profiline
etkisi

Lipid ler iizerine olumsuz
etkileri var

Kemik mineral
yogunlugu

TDF/FTC sikintih
TAF/FTC sorunsuz

TOF/FTC sikintili
TAF/FTC sorunsuz
RAL miyopati rabdomiyoliz




Hastaya Gore Tedavi

Direnc testi
Viral yuk + CD4
HLA-B*5701

Bobrek fonksiyonlarini degerlendir

Kemik mineral dansitometri

Firsatci enfeksiyonlar

Kardiak risk faktorleri

Hiperlipidemi

Psikiyatrik sorunu var mi? Nobet gecirme oykisu? HIV demans?

Gebelik?




The CHARTER (CNS HIV Antiviral Therapy Effects

Research) group was one of the first to publish data on CSF

e J s ° pharmacokinetics of antiretroviral drugs. Using CSF viral load

A RV ! l a g I a rl n M SS n e ge g I § I e rl data from 615 patients, they constructed a CNS penetration-
effectiveness (CPE) ranking system for antiretrovirals [Table

) 2] [6]. In their work, higher CPE scores were statistically sig-

C P E S ko r ( L ete n d re at a I ) nificantly associated with lower CSF viral loads (higher num-
bers indicate better estimated penetration; for combination

regimens, the scores for each drug were added). Further work

demonstrated that a cutoff of CPE score > 7 was associated with

a statistically significantly smaller proportion of patients having

a detectable viral load in the CSF [33]. Other observational and

CNS Penetration-Effectiveness
Score 4 3 2 1
Nucleoside reverse Jidovudine ~ Abacavir Didanosine Tenofovir
transcriptase inhibitor (NRTI) Emtricitabine Lamivudine
Stavudine
Non-nucleoside reverse Nevirapine = Delavirdine Etravirine
transcriptase inhibitors (NNRTI) Efavirenz
Protease inhibitors (PI) Indinavir-r Darunavir-r Atazanavir Nelfinavir
Fosamprenavir-r = Atazanavir-r Ritonavir
Indinavir Fosamprenavir = Saquinavir
Lopinavir- r Saquinavir-r
Tipranavir-r
Entry/fusion Inhibitors Maraviroc Enfuvirtide
Integrase inhibitors Raltegravir

CNS = central nervous system, r = boosted with ritonavir




Hastaya Gore Tedavi

Direnc testi ctkmadan acilen
tedavi baslayacaksaniz HLA-B*5701 + ise

Direnc riski yliksek olan
NNRTI bazh tedavileri
tercih etmeyiniz

Abacavir iceren rejimleri
kullanmayiniz




Hastaya Gore Tedavi

Bobrek fonksiyonlari
degerlendirilmeli Bozukluk
varsa

TDF'den KACINILMALI
HLA-B*5701 negatif ise ABC
GFR>30 ml/dak ise TAF

Kemik mineral
Dansitometrisini degerlendir
Osteoporoz varsa

TDF'den KACINILMALI
HLA-B*5701 negatif ise ABC
GFR>30 ml/dak ise TAF




Hastaya Gore Tedavi

CD4<200 hiicre/mm3 HIV RNA>100 000 kopya/ml

RPV bazl tedavi RPV bazli tedavi
DRV/r + RAL ABC/3TC + EFV
ONERILMEZ ABC/3TC + ATV/r

DRV/r + RAL
ONERILMEZ




Hastaya Gore Tedavi

Hiperlipidemisi olan hasta

Pi/r-Pl/c
EFV
EVG/c
DIKKAT

H2 reseptor antagonisti,
PPI, Antiasit kullanimi
varsa

ATV duzeyi dusecegi icin
birlikte kullanmaktan
kaciniimali




Hastaya Gore Tedavi

QT uzamasi varsa Yuksek kardiyak riski olan
WERE

EFV ve RPV bazli ilaglar
KACINILMALI ABC ve proteaz

inhibitorll tedavilerden
KACINILMALI




Hastaya Gore Tedavi

Psikiyatrik sorunlari veya Gebelik varsa
HIV demansi olan hasta

ddl + d4t

EFV ve RPV bazli ilaglar ve

KACINILMALI

Uclii NRTI kombinasyonu
KONTRENDIKE




Gebelik-EACS 2017 B [Eacs e

N SOCIET

= Gebelikte ART gebe olmayanlardaki ile ayni

3L more ml:lnltunng af HI‘u’-‘l.f'L and drug leveals may
ba necassary duripg preqnancy
Amang PINC prefar ATVIr
Antiretroviral regimean in pregnancy EFV is a suitable @f@matve for pregnant parsons neeading to start
treatmeant. It can be continuad if already starfed bafore pregnancy
MNWVP not to be initiated, but continuation is possible if started bafore
pregnancy
Limited exparanca with TAF and COBI in pregnancy: not recommeanded in

|nl?| =Ta Fanl=1 s D
Drugs confraindicated during pregnancy ddl + 44T, tripla NRETI combinaliohs

iv 20N during labour Only if HV-WL = 50 copiesimlL at week 34-38
Single dosa NVWP during labour Mot recommendad
Cassarean saction Oinly if HIV-WL = 50 copiesimL at week 34-36

Braastfeading W advise ageunst braastfeadigg?In case a woman insists on

wa recommeand fallow-up with incréased clinical and
ﬂrulugu:'.al munllunr‘rg of bath the mother and tha infant

= Gebe kadinlarda ART amag; 3. trimestere kadar ve 6zellikle dogum aninda HIV
viral yukinin tam olarak baskilanmasi (bulasma riski %0-0,5)
= Emzirme onerilmiyor




TB/HIV Koenfeksiyonunda ART

ilk secenek ART Alternatif ART

TDF/FTC + RAL TDF/FTC + Pl/r
(rifampisin)

veya veya

TDF/FTC/EFV TDF/FTC + DTG
(rifampisin) (rifampisin)

= TAF; rifampisin iceren anti-TBC tedavisinde kullanimdan kag¢inin
= Pl/r ve Pl/c; rifampisin iceren anti-TBC tedavisinde 6nerilmez




Tuberkuloz-EACS 2017 @ ==

= TB/HIV koenfeksiyonu (2/3’inde AK tutulumu) olan tim bireyler CD4
sayisi ne olursa olsun ART kullanmaya baslamali

= ART baslama zamani CD4 sayisina gore belirlenmeli
CD4<50; antiTB baslandiktan sonraki 2 hafta icinde ART hemen
CD4>50; antiTB tedavisinin 8-12 haftasina ART ertelenebilir
(CDA4 diizeyi diisiik, erken ART baslanan hastalarlarda IRIS gelisebilir)

Sadece INAH proflaksisi aliyorsa tim rejimler baslanabilir

RIF ile TAF birlikte kullanimi énerilmiyor

EFV kullaniliyorsa doz arttirmak gerekmiyor

RAL kullaniyorsa 2x800mg

DTG kullaniyorsa 2x50mg







www.ilagrehberi.com

Tiirkiye'de ruhsath ARV ilaglar

Etken madde-ler

Viramune Nevirapin

Combivir Lamivudin/zidovudin

Ziagen Abakavir

Stocrin/Sustiva Efavirenz

Kaletra Ritonavir+lopinavir

Prezista Darunavir

Isentress Raltegravir

Norvir Ritonavir

Edurant Rilpivirin

Tivicay Dolutegravir

Triumeq Dolutegravir/abakavir/lamivudin
Truvada/Hivent Tenofovir/Emtricitabine
Stribild Tenofovir/Emtricitabine/elivitegravir/c

Kivexa (yurtdisi ilag listesinde)

Abacavir/lamivudine




