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19.746 olgu ( 1985-2018)
e Vakalarin % 79,9'u erkek, % 20,1 kadin

* Olgularin %15,4 yabanci uyruklu
* En sik 30-34 ve 25-29 yas grubu

* Olgu sayisi 2012 kadar yavas bir hizla
artmis ancak 2012°den sonra 4 kat artis

gostermistir.

*Saglik Bk Halk Saghgi Verileri



01 Ocak - 31 Aralik 2018 tarihlerinde

3248 HIV (+) kisi + 108 AIDS vakasi = 3356 vaka

— dogrulama testi pozitif tespit edilerek bildirilmistir.
% 83,6’u erkek, % 16,4’U ise kadindir.
Vakalarin % 15,8’si yabanci uyrukludur.

2018 yilinda bildirimi yapilan vakalardan 25-
29 yas grubu, diger yas gruplarina gore daha fazla
sayida bildirilmistir.



| 9%40.0 Gokengin D. Klimik Derg. 2018; 31(1): 4-10.
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Sekil 2. 2011-2015 yillan arasinda yeni tani alan HIV-pozitif bireylerin
yas dagihimi (7).




Gokengin D. Klimik Derg. 2018; 31(1): 4-10.
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Heteroseksuel ESE Damariciillag  Anneden Nozokomiyal Bilinmiyor
kullanimi bebege gecis veya
transfuryon

ESE: Erkeklerle seks yapan erkekler.

Sekil 1. Turkiye'de HIV'in bulasma yollarinda yillar icinde gozlenen
degisim (7).



SAPTANAN OLGULAR
TURKIYE

* HIV-pozitif olgularin
— % 48-52.4 gec, evre (CD, T lenfositi sayisi <350 hiicre/mm3),

— 9% 24-30.6's!I ileri evrede (CD, T lenfositi sayisi <200
hacre/mm3 ve/veya AIDS tanimlayan hastalik)

« Orta ve Dogu Avrupa Ulkelerine benzerdir.

 Avrupa Hastalik Kontrol ve Onleme Merkezi
(ECDC),

— 2007 ile 2016 arasinda bolgedeki HIV testi sayilarinin
%58 arttigini

— Fakat gec tani (% 51) ve ileri evrede tani (%30)

oranlarinin 2016'da hala yuksek oldugunu belirtmistir.
Gokengin D. Klimik Derg. 2018; 31(1): 4-10.



TURKIYE’DE HIV/AIDS OLGULARININ ARTISININ

NEDENLERI

Toplumun HIV/AIDS hastaligi konusundaki bilgi

ve biling c
Cinsel yol

ve biling ©

Uzeyi
a bulasan hastalikla hakkinda bilgi
uzeyi

Nufus hareketliligi

Turizm Ulkesi olmasi

Kayitsiz calisna seks iscilerinin artmasi

Yurtdisinda calisan isci populasyonu

Damar ici

uyusturucu kullaniminin artmasi



Turkiye’'de yillik HIV testi sayisinin hayli yuksektir
(2014, 2015 ve 2016 yillarinda sirasiyla 6 663 547, 7 203 959 ve 6 263 020).

Test stratejisi

— kan ve organ bagiscilari

— kayith seks iscilerinin (cogu kadin) zorunlu taranmasini
— evlilik 6ncesi

— buyuk cerrahi operasyonlar oncesindeki testler

Gebe kadinlarin taranmasi zorunlu degildir;

Ayrica kilit toplum niteligi tasiyabilecek kadin, erkek
ve trans seks iscileri ve damar ici madde kullanicilari
icin de herhangi bir erisim veya tarama programi

gelistiriimemistir.

Gokengin D. Klimik Derg. 2018; 31(1): 4-10.



C.U.T.F.
Enfeksiyon Hast. Ve Kin. Mikrobiyoloji AD

680 hasta,
yas ortalamasi 35
557 erkek (%82), 123 kadin (%18)

Hepatit koenfeksiyonu
— 24 HBV (%3,7)

— 7 HCV (%0,002)

— 1 HBV+HCV

75 sifiliz (%11)

60 HLA B5701 (%9)



C.U.T.F.
Enfeksiyon Hast. Ve Kin. Mikrobiyoloji AD

e Ortalama CD4 T lenfosit 415 * 266

e <200 olan hasta 87 ( % 17)
e <400 olan hasta 246 (% 48,5)

e 25 gebe kadin 33 gebelik
e 7 HIV (+) bebek



HIV/AIDS

1990'larin ortalari

—

2019 baslari.....

Antiretroviral Tedavi

Oliimciil Hastalik

INSIGHT START Study Group NEJM 2015;373:795
Kitahata MM et al. NEJM 2009;360:1815
Samiji H et al. PLoS One 2013;8:e81355

Cohen MS et al. NEJM 206;375:830
McNairy ML et al CID 2014;58:1003
Rodger AJ et al. JAMA 2016;316:171

—)

Yonetilebilir, kronik
bir hastalik

HIV enfeksiyonu ile iliskili
morbidite ve mortaliteyi
onemli ol¢lide azaldi

HIV bulasi azald.




Erken tani + duzenli izlem +
antiretroviral tedavi ile
hastalarda beklenen yasam siiresi

33 ila 45,8 yil

Lohse N, et al. Survival of persons with and without HIV infection in Denmark, 1995-2005, Ann Intern Med 2007;146:87-95.
May M, et al. Impact of late diagnosis and treatment on life expectancy in people with HIV-1: UK Collaborative HIV Cohort (UK
CHIC) Study, Brit Med J 2011; 343.
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HIV ile yasayan kisi sayisi : 36.9 milyon [31.1 milyon—43.9 milyon]

Yeni HIV infeksiyonu 1.8 milyon /yil [1.4 milyon—2.4 milyon]
— 180.000 yeni ¢ocuk olgu/yil

AIDS-iliskili 6liim 940 000 [670 000-1.3 milyon]
— 110 000 ¢ocuk olimu

UNAIDS
DATA 2018




“llaclar, akillica ve gerekli kosullarda kullanildiginda Tanri’nin
eli gibidir”

Herophilus, M.0 300



Approaching a 2020 milestone
Number of AID5-related deaths, global, 1990-2017 and 2020 target

3000000

2500000

2000000

Mumber of AlDE-related deaths
¥
&

500 00D

— AIDSsralwied desths 8 Terget

Sowrca: UMAIDS 2018 estimatas.



HIV Tedavi

Progress towards 90-90- I
90,
lobal, 2017
global, 75%
[55-92%]
of people living with HIV of people living with HIV of people on treatment
know their status who knovg[ thetir stattus are virally suppressed
are on treatmen
HIV testing and 0
treatment Cascade, Gap to reaching
global, 2017 30 the first 90: Gap to reaching _
Number of 5.7 million the first and Gap to reaching
cople living second 90s: \ the three 90s:
:/itthIV 20 8.2 million N 9.4 million
(million)
10
People living People living People living
with HIV who know with HIV with HIV who are

their status on treatment virally suppressed

Source: UNAIDS special analysis, 2018; see annex on methods for more details.



Pre-HAART Era (Mono/Dual Therapy) HAART Era (Triple Therapy)

—

0 Potency 77 19y Q Pty s s v oo 0 Potency  roerrcrery ooy
0 Toxicity 2 tablets 3 x day Q Toxicity 3 tablets 2 x day 0 Toxicity 1 tablet once day
Etraviring
Raltegravir Dolutegravir
Maraviroc
Darunavir Elvitegarvir
Tipranavir

Fosamprenavir

Emtricitabine

Atazanavir

Enfuvirtide
Tenofovir
Lopinavir/ritonavir
Amprenavir
Abacavir
Efavirenz
Delavirdine
Nelfinavir
Nevirapine
Indinavir
Ronavir
Saquirfavir
Lamivudine
Stavudine
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Didanosine

Zidovudine ‘ ‘
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Antiretroviral therapy for HIV infection

In the 1990s . Today
T ®
- —
- “ e |
e '
Up to 20 pills daily, taken at different . As little as 1 pill per day,
intervals throughout the day . delivering multiple drugs

#35YearsOfAIDS

ANTIRETROVIRAL THERAPY

CURE TO HIV/AIDS?




Antiretroviral Tedavi Hedefleri

 Viral yikt maksimum olarak ve uzun sureli
baskilamak,

* immunolojik fonksiyonlari korumak ve
iyilestirmek

* Yasam kalitesini artirmak
* HIV’e bagli mortalite ve morbiditeyi azaltmak

Hastaya uygun tedavi secimi
Tedaviye uyumun saglanmasi
Yan etki yonetiminin yapilmasi



http://www.google.com.tr/url?url=http://www.digitouch.com.tr/new/retargeting-nedir.html&rct=j&frm=1&q=&esrc=s&sa=U&ved=0ahUKEwjx1KHPpqXQAhXGXRoKHTABArkQwW4IJjAI&sig2=YuCl4jm-Qhp0c9UeasYhrw&usg=AFQjCNGhjfoiKiDnWV3uUD8__lvHop4ReA

Virolojik basariyi 6ngodren parametreler

ETKINLIK

Dusuk viral yuk

ART’nin potensi e WHER
ART’nin tolerabilitesi

ART’nin kullanilabilirligi

ART'ye uyum DIRENC MALIYET



Kilavuzlar

Guidelines for the Use of Antiretroviral Agents
in HIV-1-Infected Adults and Adolescents
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http://www.google.com.tr/url?url=http://en.rylkov-fond.org/blog/ost/rost/the-international-aids-society-ias-responds-to-the-irresponsible-closure-of-the-russian-language-website-of-the-andrey-rylkov-foundation-and-demands-its-reopening/&rct=j&frm=1&q=&esrc=s&sa=U&ved=0ahUKEwjCzJetsKXQAhWMcBoKHZ1rBb4QwW4IGDAB&sig2=2pYMNyKTQ2YUZjXfNlNpgg&usg=AFQjCNHEenDnEW6opEma4Wk5phgyBOHOSQ

Kime?

Yeni, basit, daha az toksik
ajanlar, kontrolsiiz HIV
replikasyonu sonucu gelisen
komorbiditeler

Yan etkiler,
eradike edilememesi, 20 1 2
tedavi uyum problemleri,
direng

.Herkese

Ertelenen  tedavi

tedavi

HAART nin kesfi
yiksek beklenti .

[
1996 Herkese
tedavi



Kime ?

Initiation of Antiretroviral Therapy (Last updated October 17,200 =~ ™%
reviewed October 17, 2017) e

Panel's Recommendations

€ Antiretroviral therapy (ART) is recommended for all individuals with HIV, regardless of CD4 T lymphocyte cell coun -
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 1s 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 deferred 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

Padismss md Eurialamame | — Made Frmmn mnmadamesisnd soemdeedland femalde I — Miade femmn aaomll Adaeimmnnd mmmemecdamsisnd deinla e mbosmon smdimem ol

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

Recommendations take into account the level of evidence, the degree of
progression of HIV disease and the presence of, or high risk for, developing
various types of (co-morbid) conditions.

[EACS
&=

“GUIDELINES"

ART is recommended in all adults with chronic HIV infection, o
irrespective of CD4 counts” FOctober2018 ==

nol




Hastalar (%)

START calismasi

Ciddi AIDS disi olay veya 6lim gelisme riski
5% -

%4.1 (N=96)

4% -

(%95 glvenlik araligi (GA), 0.30

3% - ila 0.62; P<0.001)

0 —_
0 - %1.8 (n=42)

1% -

0% -
Tedavi ertelenen Tedaviye hemen baslanan

= Erken tedavi ile olaylarda %57 azalma gozlenmistir (p<0.001)
= ART kombinasyon tedavisi CD4+ sayisindan bagimsiz olarak
tim HIV pozitif hastalara onerilmelidir

1. Lundgren ID et al. IAS 2015. Vancouver, CAN. Oral # MOSY03
2. INSIGHT START Study Group. NEJM 2015;373(9):795-807



Ne Zaman ?

The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 AUGUST 27, 2015 VOL. 373 NO. 9

Initiation of Antiretroviral Therapy in Early Asymptomatic
HIV Infection

The INSIGHT START Study Group*

Ne zaman ART baslayalim?
Neden hala ART baslanmadi?




Hizli ART baslanmasi ile daha iyi klinik sonuglar

infected persons

START and HPTN Study resulted in universal recommendations for treating all HIV-

Systematic review of 22 studies of rapid ART initiation (including 4 RCTs)

— In the 4 RCTs, compared with standard care,
likelihood of ART initiation in first 90 days, patient retention and viral

suppression at 12 mos

ART start within 90 days
Retained in care at 12 mos
Viral suppression at 12 mos
LTFU at 12 mos

Died by 12 mos

- 1.35 (1.13-1.62)
ke~ 1.11 (0.99-1.26)
<> 1.17 (1.07-1.27)
_ 0.66 (0.42-1.04)
——— e 0.53 (0.28-1.00)
2 1 2 3

A

»

~ Standard Care Same D};\y ART



San Francisco ‘da hizli ART Programi (RAPID)

* Linkage to care within 5 working  Time to first virologic suppression
days decreased > 50% from 134 days to
* Labs, counseling, medical/ 61 days and time from care linkage
psychosocial assessment, ART to ART start decreased 96% from 27
start at first care visit days to 1 day
— (INSTI or DRV/RTV) + « Time to ART start and first viral
FTC/TDF* suppression decreased in vulnerable
 HIV clinics identified using HIV populations, including racial/ethnic
surveillance data, RAPID Provider minorities and homeless patients
i ' ifi ini — Disparities still exist for some
outcomes

*4-drug regimen optional if HIV infection
suspected to have occurred while on PrEP.

clinicaloptions.



http://www.clinicaloptions.com/

Tedaviye Baslama Karari

e Hastanin muayenesi yapilip,

ek problemleri belirlendikten
sonra

* Tedaviye istekli ve hazir olmasi
acisindan degerlendirilir

* Tedavinin yarar ve riskleri ile ilag

uyumunun 6nemi hakkinda hasta
ile konusulur

Hasta ile konusulmali

Depresyon

Kognitif durum degerlendirilmeli
Alkol ve uyusturucu kullanimi

Sosyal destek, paylasabilme
durumu

Saglik sigortasi,isi
Aile destegi

Bazal degerlendirme testleri

: : * Tedavi ile ilgili faktorler
istenir

http://www.eacsociety.org/files/2018 guidelines-9.1-english.pdf
https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescent
gl.pdf
http://www.aidsvecinselhastaliklar.com/uploads/files/HIV%3AAIDS%?2
0EI%20Kitab%C4%B1.pdf



http://www.eacsociety.org/files/2018_guidelines-9.1-english.pdf
https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf

Tedavi omur boyu !!!
Hasta tedaviye hazir mi?

Istekli mi?

Kilturel dizey? (CD4, HIVRNA tanimlari)

Yasam sekli?

llaclarin olasi yan etkilerine tolerans?

Yakin zamanda is degisikligi, sinav, dugun,... var mi?
Alkol, madde kullanimi ?

Komorbiditeler ?

Koinfeksiyonlar ?



ART baslama hazirlik asamalari

Hasta

Hekim

Kendimi iyi

. . Kararsizim
hissediyorum
ilaca gerek yok
Saygl goster Destekle
Guven sagla Bilgi ver
Bekle Bekle

WEMS kriterleri

Baslayabilirim Baslayacagim Devam edecegim?

Uyumu degerlendir

Rejimi belirle Son kontrol Basariyi takdir et

Uyum, direnc,
YE bilgi ver

EACS 2018 Version 9.1



Tedavi baslama karari

Goal: to help persons start and/or maintain ART

The equipoise when to start ART has changed in light of the START trial Identify the person's stage of readiness using WEMS' techniques, and
[1]. Evidence is accumulating that starting ART on the same day after start discussion with an open question/invitation:

establishing a diagnosis of HIV infection is feasible and acceptable to ‘| would like to talk about HIV medicines.” <wait> “What do you think about
HIV-positive persons. Nevertheless, assessment of the readiness to start them?”

ART Is essential to enabla the HN -positive persnn to Express thew pref Based on the person 's response, identify his/her stage of readiness and

e HIV |nfek5|yonunun saptand|g| gun tedaV| ba§lanmasm|n yararh olduguna dair
kanitlar birikmekte

e Ancak hastanin tedaviye baslamaya hazir oldugunun degerlendirilmesi ve
kendini baskida hissetmemesi dnemli

the cliniclan may start ART immediately after a positive screening HivV

maintain ART.
taet and hafrrs aktaining canfirmatans HIV taet raeiilte siirh ae 2 HIWVAY]

Acil tedavi

e Primer infeksiyonda, 6zellikle HIV tarama testi pozitif bulunan,
meningoensefalit bulgulari olan hastalarda

e Hemen baslamaya gonullii olan hastalarda
e ART hemen baslanmazsa , izlemde kalma olasiligl az olan hastalarda




Tedavi baslama karari

Kronik HIV enfeksiyonu olan eriskin bireylere, CD4 T lenfositi sayisindan bagimsiz olarak ART
baslanmasi mutlaka onerilmektedir. CD4 T lenfositi sayisi ne kadar dustk ise ART o kadar acil
baslanmalidir. Cinsel ese ve anneden bebege bulasin anlenmesi icin de CD4 T lenfositi sayisindan

bagimsiz olarak ART baslanmasi Gnerilmektedir.

HIV/AIDS TANI iZLEME VE TEDAVI EL KITABI, 2018




Tedavi baslama karari

Primer HIV enfeksiyonu,

i

i

Onceki & ay icinde yiiksek riskli temas ve

Plazmada virlis saptanmasi (p24 antijeni ve/veya HIV RNA) ve/veya

Takiben anti-HIV antikor yanitimin ortaya gkmasi (negatif veya belirsiz sonucun pozitiflesmesi)
olarak tanimlanir,

Klinik belirtiler ile birlikte (%23-92) veya asemptomatik olabilir,

Primer HIV enfeksiyonunda tedaviye baslama yaklasim

Primer HIV enfeksiyonu saptanan tim HIV pozitif kisilere tedavi Snerilir. Asadidaki durumlarda ise

tedavinin acilen baslanmasi énerilmektedir:

®

B

B

Akut enfeksiyon,

Semptomlann siddetli veya uzun sireli olmas,
Morolojik hastalik bulunmas:,

= 50 yas ve

CD4 T lenfositi sayisinin <350 hiicre/mm?® olmas..

HIV/AIDS TANI iZLEME VE TEDAVI EL KITABI, 2018




Hizli ART baslanmasi gereken durumlar

* Gebelik

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

e Akut firsatci infeksiyonlar
Diisiik CD4 sayisi (<200 /mm3)
HIV iliskili nefropati (HIVAN)
Akut/erken infeksiyon
HIV/hepatitis B—C koinfeksiyonu

DHHS 2018
https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf



Olgu 1

* CH, 1984 dogumlu, erkek
 Universite mezunu, dzel bir firmada calisiyor
* MSM, kendi istegiyle test yaptirmis




Fizik Muayene

Genel durumu iyi, suur acik, oryante ve
koopere

Vicut isisi: 36.9 °C

Nabiz: 82/dk, ritmik

Solunum sayisi: 20/dk, diizenli
Kan basinci: 120/70 mm Hg




Ozgecmis

Ozgecmis: Ozellik ¢

Soygecmis: Ozellik @




Laboratuvar tetkikleri

6960 <0.2 129000 0,8

150 113 32 65

%4(+)

Omm



Olgu 1

CD4 sayisi: %32, 642/mm?3
HIV RNA: 3500423 IU/ml/ml

Direnc testi: Major ilac gruplarina direnc
saptanmadi

HLA-B 5701: negatif




* Hastanin influenza, pndmokok, hepatit A ve
hepatit B asilari planlandi



http://www.google.com.tr/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=1bCsJ4N9uQFC6M&tbnid=knfH3jKhufzf9M:&ved=0CAUQjRw&url=http://www.scientificamerican.com/article.cfm?id=nih-official-fauci-hiv-vaccine&ei=90o-UeA3iOs6_pqBoAg&psig=AFQjCNFuMjqGyXWWJcqRU9NH0GqGWk35xw&ust=1363123294272094



https://www.google.com.tr/url?q=http://www.paraagaci.net/&sa=U&ei=eco5U_6nL4rd4QTH9IDgDg&ved=0CDQQ9QEwBA&usg=AFQjCNEMS40cAMJ3WbnN92DzJbyicUHe4g

Guidelines for the Use of Antiretroviral Agents
in HIV-1-Iinfected Adults and Adolescents

/---
f Developed by the DHHS Panel on Antiretroviral Guidelines for Adults
- and Adolescents — A Working Group of the Office of AIDS Ressarch
s Advisory Council (OARAC)

How to Cite the Ade® and Adolescent! Geidelines

Panel on Artestroveal Guidefines 1or Aduits arvd Adomscerts Guiclkeheoes for the use of arfiretrovieal apents im HIV-1-rdfected
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lacgigoisscemGl pot. Accessed [mnsert date ) |insert page number. tabls number ap

11 3 errohasized tThat coOncapts relavant 10 HIV mansgoerment evoive ragicly. The Pane! Ras & roechanism 10 Sodule 1oCo mamesn da-
Gons on a reguliar Dases, and the MOSE retert Eformation & sadabis on T AADSmfo Web shte (QUp Casiginto i gosy.




Onerilen Rejim

Recommended Initial Regimens for Most People with HIV
Recommended regmens are those with demonstrated durable virologic efficacy, favorable tolerahilty and toxicity profles, and eass of use.

INSTI plus 2 NRTs:

Note: For individuals of childbearing potential, se2 Table b before prescribing one of these regimens.
BICITAFIFTC (A

* DTGIABCI3TC? (Al)}—if HLA-B5T01 negative

+ DTG plus tenofovi®FTC* (Al for both TAFIFTC and TDFIFTC)

* RAL® plus tenofoviIFTC* (Bl for TORIFTC, B for TAFFTC)

DHHS, 2018




Belirli klinik durumlarda onerilen rejimler

Recommended Initial Regimens in Certain Clinical Situations

These regimens are effiective and tolerable but have some disadvantages when compared with the regiment listed above or have lese
supporting dat from randomized clinical frials. However, in certain clinical situations, one of theze regimens may be preferred (s=e Table
7 for examples).

INET] plus 2 NRTls:
Note: For individualz of childbearing potential, s=e Table &b before prescribing one of these regimens.
* EVGicfenofovitiFTC (BI for both TAFFTC and TOFIFTC) -

* RAL® plus ABCATC® (CH)—if HLA-B*3TM negative and HIY RNA <100,000 copies/mL

Boosted Pl plus 2 WRTIs: (In general, boosted DRV iz preferred over boosted ATV)

+ (DRVIc or DRVIY) phus tenofovirtiFTC® (Al)
+ (AT or ATWIY) plus tenofovirVFTCa (BI)

+ (DRVIc or DRVK) pluz ABC/3TC? —if HLA-B*5701 negative (Bl

DHHS, 2018




Belirli klinik durumlarda onerilen rejimler

Recommended Initial Regimens in Certain Clinical Situations

These regimens are efiective and tolerable but have some disadvantages when compared with the regimens listed above or have lese
supporting data from randomized clinical rials. However, in certain clinical situations, one of these regimens may be preferred (cee Table
7 for examples).

NNRT| pluz 2 NRTls:

s DORITOFYATC (BI) or DOR, plus TAFYIFTC (BIN) =
+ EFV pius TOPYFTC® (B for EFV 600 mgTOFFTC or EFV 600 myyTOF/ATC, Bl for EFV 600 mg plus TAFFTC)

+ RP\enafoviPFTC® (BI)—if HIV RNA <100,000 copiesimL and CD4 cell count >200 cellsimm’

Reqimens o Congider when ABC, TAF, and TDF Cannot be Used or Are Not Optimal

' DTG plus 3TC (BI)

+ DRVIr phuz RAL BID (CI—if HIV RNA <100,000 copiesimL and CD4 cell count >200 cellsimm’
* DRV once daily phas 3TC* (C1)




Tsepamo: Noral tup defektleri ve dolutegravir

* Unplanned analysis of ongoing birth » At latest analysis on July 15, 2018

outcomes surveillance study among _
Botswanan women + HIV infection!%Z — NTD prevalence with DTG exposure

at conception: 4/596

25,
*
g 2+
£
a“ 15-
gk
E ﬁ. 1+ &084
E .
3 s ® Nextformal analysis to occur after
c 1012 005 0.09 March 31, 2019, which will include
0 ' —nd L : .
DTG  AmyNon- FEFV DTG HIV 72% of national births
DTG ART Negative
Conception Pregnancy

*In 89,064 births 25 of May 1, 2018,

1.Zash R, et al. N Engl ) Med. 2018;[Epub ahead of print]. 2.Zash R, et al. AIDS 2018. Session TUSY1E.



Kadinlarda Dolutegravir Kullanimi: Rehberler

BOTGmaybeused [ UseDTGoranother option M Donot use DTG

Currently b o Recommendation on DTG
Receiving DTG? regnancy Htatls DHHS!!  BHIVARZ  WHO®!

Ealy pregnancy’ - [

Late pregnancy’ --
o Childbearing potential, no contraception ---
Childbearing potential, effective contraception ---
Early pregnancy® --
Childbearing potential, no contraception ---
Childbearing potential, effective contraception ---

*DHHS: < B wks from last menstrual period; BHIVA and WHO: first trimester.
"DHHS: 2 8 wks from last menstrual period; BHIVA and WHO: second and third trimesters.

es

Referencesinslidenotes. Adapted from Doherty M, et al. AIDS2018. Session TUSYLE.



Table 6b. Considerations Before Initiating Dolutegravir and Other Integrase Strand Transfer
Inhibitors as Initial Therapy

Pregnancy tesfing should be performed in those of childbearing pofential prior to initiation of ART (All). Preliminary dala suggest that

there is an increased risk of NTDs in infants bom to women who were receiving DTG at the time of conception.®

Befas Iniking DTG

+* Providers and people of childbearing potential should discuss the benefits and risks of using DTG, including the pessible risk of NTDs;
appropriate counseling should be provided so that the individual can make an informed decision about the use of this doug (All).

* DTG should not be prescribed for individuals:
* Who are pregnant and within 12 weeks post-conception (Al); or
* WWho are of childbearing poteniial and planning to become pregnant (All); or
* Who are of childbearing potential, sexually active, and not using effective contraception (AJN).

+* For those who are using effective contraception, a DTG-based regimen can be considered after weighing the risks and benefits of DTG
use with the individuzal (BIT).

= It is mot yet known whether other INSTI= pose a similar risk of NTDs (i, a class effect).

= The chemical structure of BIC is similar fo DTG, There ane no safety data on the use of BIC around the time of conception. For those

who are of childbearing potential, but who are not pregnant, an approach similar to that outlined for DTG should be discussed before
considering the use of BIC-containing ART (AMl).

+In a person who is pregnant, BIC is not recommended because of insufficient safety data (AMl).

= In a person who is pregnant, EVGIc is also not recommended because low EVG concentrations have been reported when this drug is
given during the second and third fimesters (AN)."

= Among those who received FAL during pregnancy, the rate of fetal malformations is within the expected range for pregnancy oufCOMmEs
in the United States; however, data on RAL use during the first timester is limited to fewer than 300 deliveries. As it is cumently not
known whether the association between DTG and NTDs represents a class effect, this potential risk should be discussad with people of
childbearing potential who prefer an INSTI-containing regimen.

 Gebe olanlar, cinsel temas sonrasi 12 hafta icinde olanlar, cocuk yapma
potansiyeli olan ve gebelik planlayan veya etkin dogum kontroli

uygulamayanlarda verilmemeli

e NTD’lerinin ii’leri agisindan sinif etkisi olup olmadigi bilinmiyor
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2 NRTIs + INSTI

Onerilen Rejimler

- =

e

FSUIDELINES
Ver: N O.1
October=ons

Food requirement

ABC/AATCIDTG

ABCIITC/DTG B0O/300/50 mg, 1 tablet gd

TAFFTC " or
TOFFTC
+ DTG~

TAFFTCBIC

TAF/FTC 25/200 mg, 1 tablet gd or
TOFIFTC 300200 my, 1 tablet gd
+ DTG 50 mg, 1 tablet od

TAF/FTC/BIC 25/200/50 mg, 1 tablet qd

Al'Ca/Mg-containing antac-
ids or multivitamins should
b taken well saparated in
time {minimum 2h after or
Bh batara).

DTG 50 mg bid with
rifampicin.
Al'CaMg-containing antac-
ids should be taken 25 after
BIC (fasting conditions)
whereas Ca, Mg, Fe or
multivitaming supplements
can be administared simul-
taneously with food.

TAFFTC or
TOFFTC
+ RAL

TAF/FTC 25/200 mg, 1 tablet gd or
TOFIFTC 3007200 myg, 1 tablet gd
+ RAL 800 mg, 2 tablets gd or

+ RAL 400 mg, 1 tablet bid

Co-administration of antac-
ids containing Al or Mg not
recommended. Co-ad-
ministration of RAL 1200
mg qd with Ca containing
antacids or with Ca, Mg, Fe
supplements is not recam-
mended. se RAL 400 mg
bid instead.

RAL"™ 400 ar 800 mg bid
with rifampicin.




Onerilen Rejimler

2 NRTls + NNRTI
TAFFTCRPV or | TAFIFTC/RPV 251200125 mg, 1 fablet ad or Only if CO4 count > 200 | With food
TOFFTCREY TOFIFTCIRPY 3007200725 mg, 1 tablet od celsiL and HIV-VL <
t 100,000 copiesml.
PPl contraindicated: H2
antagonists o be faken 124
| biafora of 4h after RPY.

2 NRTIs + Plir or Plic
TAFFTC" of TAFIFTC 101200 mg, 1 tablet od or Monitor in persons witha | With food
TOFFTC TOFIFTC 3007200 mg, 1 tablet od kndwn sulionamide allergy.
+ DRVIE o + DRVIc 8001150 mg, 1 tablet od or
+ DRVIE + DRV 800 mg, 1 tablef od + RTV 100 mg, 1 tablet d or

' TAF/FTC/ORVIe 102001800150 % 1 lEtH!tE



Alternatif rejimler

Regimen Dosing Caution Food requirement
2 NRTIs + INSTI
ABCATC ABC/3TC 6001300 mg, 1 tablet od Co-administration of antac- = None
+RAL" + RAL 600 my, 2 tablets qd or ids containing Al or Mg not
+ RAL 400 mg, 1 tablet bid recommended.
At Co-administration of RAL
1200 mg od with high dose
Ca nol recommended.
RAL " 400 or 800 mg bid
with rifampicin. .
TAFFTCEVGIe o | TAF/FTCIEVGIE 1012001500150 mg, 1 tablet ad or AliCaMg-containing antac- | With food
TOFFTCEVGE | TDFIFTC/EVGIE 300/200/150/150 mo, 1 fablet od ids or multivitaming should
be taken well separated in
t tirme: (minirmum 2h after or
Bh before).
2 NRTIs + NNRTI
ABCATC ABCI3TC 6001300 mg, 1 tablet od Only if HIV-VL < 100,000
+EFV +EFV 600 mg, 1 tablet od copiea/mL. Al bed time or 2 hours before
dirner
TOFFTCEFY TOFIFTCIEFV 300/200/600 mg, 1 tablet od

1

EACS 2018 Version 9.1



Alternatif rejimler

2 NRTIs + NNRTI

ABCATC ABC/3TC 600/300 mg, 1 tablet od Only if HIV-VL < 100,000

+EFV + EFY 600 mg, 1 ablet qd copieaimL. Al bied time o 2 hours befor
difiner

TOFFTCEFV TDFIFTC/EFV 30072000600 g, 1 tablet gd

2 NRTIs + Plir ar Plic

ABCATC ABC/3TC 600/300 mg, 1 tablet od Onlyif HIV-VL 100,000  With food

+ ATVIe™ = or + ATVIE 300150 mg 1 tablet gd or copies/mL.

+ ATVl o + ATV 300 mg, 1 tablet gd + RTV 100 mg, 1 tablet od

ABCATC ABC/3TC B00/300 ma, 1 tablet od Monitor in persons witha | With faod

+ DRVIE" or + DRVIc 800150 my, 1 tablet od or known sulfanamide allergy.

+ DRVIF + DRV 800 mg, 1 tablet qd + RTV 1 tablef 100 mg, 1 tablef od

TAFFFTC" o TAF/FTC 10/200 mg 1 tablet gd of With foed

TOFFTC TDFIFTC 3007200 mg, 1 tablet o

+ ATVIe™ = ar +ATVIE 300150 mg, 1 tablet gd or

+ ATVl o + ATV 300 mg, 1 tablet qd + RTV 100 mg, 1 tablet od




Alternatif rejimler

Other combinations
DTG DTG 50 mg, 1 tablef od AliCaiMg-containing antac- | None
+3TC]" +3TC 300 mg, 1 tablet gd ids ar multivitaming should
be taken well separated in
t time (minimum 2h after or
fh before).
Only if HIV-VL < 500,000
copies/mL
[RAL RAL 400 mg, 1 (ablet bid Only if CD4 count > 200 With faed
+ ORVIE" o¢ + DRVie 800150 mg, 1 tablet od ar clls/ul and HIV-VL <
+ DRVIF'] + DRV 800 mag, 1 tablet ad + RTV 100 mg, 1 tablet gd 100,000 copies/mL. Co-ad-
ministration of antacids
f cantaining Al or Mg nt
recammended.

EACS 2018 Version 9.1



Gebeler

1. Women planring fo be pregrant while already on ART

2. Women becoming pregnant whie already on ART

1. Mainiain ART, unless taking some contraindcated regimen during
pregnency (TG In the first thmester, adl + 04T, riple NRTI

cambinatons)
2, Maintain ART, unless taking some contraindicated regimen during

peegnency (TG In the first thmester, adl + 04T, riple NRTI
cambinatons)

3. Wamen becoming pregnant whie Heaiment-helve

3. Starting ART & s00n &3 posaibie & highly recommended

4. Women whose follow-up sterta lae n the secand ar I the tird trimester

4. Start ART immediatety and consider RAL a3 fhe prefered choce by
oiain rapid HIV-vL decline and to ensure the AIV-L I8 undetectatle by

the time of delvery

2. Women whose HIV-VL i not undetectabie &t third mesigr

5. Periorm resistance tesing and consader changing to of adding INSTI
(RAL or OTG) f ot on this class o obtain apid HIV-\L. declin




Gebeler

Same a8 non-pregnant

If on RAL (400 mg bad), RFY or DRVIT could be continued

Mo data on RAL 1200 mg qa: not recommended

Women on EVGi nead io be informed that more monionng of HV-VL and
drug leveds may be necessary during pregnancy

Women on DTG need o be switched to a difterent third agent, at least

for the first frimester (evidence of increased sk of neural fube defect in
newboms exposed to DTG from one obsarvational cohort)

Among Plir, prefer ATV

RTV is the recommented booster for women on reatment with boosted Pl

Antiretrowviral regimen in pragnancy dunng pregnancy
DRV s not recommendad during pregnancy due to significant lowes

exposures of DRY and COBI in the second and third trimester of

prégnancy

EFY is & sultable atemative for pregnant persons needing to start
treatment. It can be continued i already staned before pregnancy

NWP not fo be Initiated, but continuation |s posaible if started before
pregrancy
Limited experience with TAF in pregnancy: nof recommended in inital

rEgEmEn
Mo experience wih BIC in pragnancy: nod recommended
Drugs confraindicated during pregnancy DTG (first timester), ddl + 34T, triple NRTI combinations
v 20V during labour Oy if HIV-VL > 50 coples/mL at week 34-36
Singhe dose NVP during labour Mot recommended
Cassarean saction Oy if HIV-WL = 50 coples/mL &t week 34-36
Breastesding We advise against breastiesding. In case 3 woman insists on

breastieading, we recommend follow-up with increased clinical and
virological monitoring of both the maother and the infant
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Turkiye’de bulunan ilaglar

ARV llac Sinifi ARV llac, i;erdigi llac Miktan |Ticari Preparat
Hivent film tablet
TDF/FTC, 3004200 mg Sidatria film tablet
MRTI Truvada film tablet
ABC, 300 mg Ziagen film tablet
3TC, 150 mg Epivir tablet
NNRT EFV, 400 mg Stocrin tablet
RFY, 25 mg Edurant tablet
DRV, 400 mg ve 600 mg Prezista tablet
o LPV/r, 200/50 mg Kaletra tablet
RTV, 100 mg Morvir tablet
RAL, 400 mg Isentress tablet
e wouutin
INSTI Iﬁ;ﬁﬁ%ﬂcﬂ fiy Genvoya tablet
DTG, 50 mg Tivicay tablet
ARC/ITC/DTG Triumeq tablet
&00/300/50 mg

Turkiye, HIV/AIDS El Kitabi, 2018




Onerilen Rejimler

Tablo 4.1. Daha 6nce ART almarmusg, eriskin HIV pozitif bireyler icin birinci basamak ART rejimi

A) Onerilen rejimler{}

Ginde 1 tablet

DTG 50 mg glinde iki kez dnerilir.

Rejim Doz Uyar Gida Gereksinimi
2 Niikleozit analogu revers transkriptaz inhibitérii + Integraz inhibitrii
» Al/Ca/Mg iceren antasit ve
ABC/3TC/OTG multivitaminler ile es zamanl
ABC/3TC/DTG'? [600/300/50 mg alinmamalidir (en az 2 saat Once veya vok
— |Ginde 1 tablet t saat sonra alinabilir).
» Rifampisin ile birlikte kullanilacaksa
DTG 50 mg qﬂnﬂki kez onerilir.
TAE/FTC/BIC? TARFTC/BIC 25200/50 mg | Agir karaciger yetmezliginde vok
— Giinde 1 tablet kullanilmamalidir.
TAFFTC 25/200 m . .
TAE/ETC: Gonde 1 tablet J » Al/Ca/Mg iceren antasit ve
yena TOF/ETC multivitaminler ile es zamanl
TDI""IF JETC: 300/200 mg alinmamalidir (en az 2 saat Once veya vok
. Gonde 1 tablet t saat sonra alinabilir).
DTG DTG 50 mg » Rifampisin ile birlikte kullanilacaksa

Tlrkiye, HIV/AIDS El Kitabi, 2018




Onerilen Rejimler

TAF/FTC/EVG/c
TAE/FTC/EVG/c3 10/200/150/150 mg Al/Ca/Mg iceren antasit ve
veya Gunde 1 tablet veya multivitaminler ile es zamanli Yemekle
TDF/FTC/EVG/c alinmamalidir (en az 2 saat once veya
4
TOFHICRG/E 300/200/150/150 mg |6 saat sonra alinabilir),
Gunde 1 tablet
TAF/FTC 25/200 mg
Gunde 1 tablet veya
TAF/FTC? ggggggm »  Al/Mg iceren antasitlerle eg
veya Giinde 1 ta%let zamanli alinmasi onerilmez.
TDF/FTC? RAL 200 m » Rifampisin ile birlikte kullanilacaksa | Yok
- e Mg RAL 400 veya 800 mg giinde iki
Giinde iki defa 1 tablet
RAL veya kez alinmalidir,
RAL 600 mg

Giinde bir defa 2 tablet




Onerilen Rejimler

2 Niikleozit analogu revers transkriptaz inhibitérii + Nonniikleozit revers transkriptz inhibitérii

TAF/FTC/RPV?
veya
TDF/FTC/RPV

TAF/FTC/RPY
25/200/25mg
Giinde 1 tablet veya

TDF/FTC/RPY
300/200/25 mg

Ginde 1 tablet

»  CDA4T lenfositi sayisi

=200 hicre/mm? ve HIV RNA diizeyi

<100.000 kopya/mL ise kullanilabilir.

alinabilir.

»  PPlkontrendikedir. H2 antagonistler,
RPFV'den12 saat once ve 4 saat sonra

Yemekle

2 Niikleozit analogu revers transkriptaz inhibitérii + Giiclendirilmis proteaz inhibit&rii

TAF/FTC?
veya
TDFFTC?
+

DR/ clv)
veya
DRV/rv)

TAF/FTC 10/200 mg
Giinde 1 tablet veya

TDF/FTC 300/200 mg

Giinde 1 tablet
DRV/c 800/150 mg
Giinde 1 tablet veya
DRV 800 mg
Giinde 1 tablet ve
RTV 100 mg

Giinde 1 tablet

izlenmehdir.

Stilfonamit alerjisi olan hastalar

Yemekle

Tlrkiye, HIV/AIDS El Kitabi, 2018




Alternatif Rejimler

B) Alternatif rejimler (&nerilen rejimdeki ilaclardan hicbiri kullanilamiyorsa, temin edilemiyorsa
veya uygun degilse)

Rejim

Doz

Uyan

Gida

Gereksinimi

2 Niikleozit analodgu revers transkriptaz inhibitérii + Integraz inhibitérii

ABC/ITC
+
RAL

ABC/ITC 600/300 mg
Gunde1 tablet
RAL 400 mg

Gunde iki defa 1 tablet

» Al/Mg iceren antasitlerle eg
zamanh alinmasi anerilmez.

» Rifampisin ile birlikte kullamlacaksa
RAL 400 veya BOD mg ginde iki kez

ahinmalidir.

Yok

2 Niikleozit analogu revers transkriptaz inhibitori + Noniikleozit revers transkriptaz inhibitori

ABC/TC 400,300 mg Yatmadan once
ABC/ITC™ + Gunde 1 tablet HIV RMA dizeyi <100.000 kopya/mL  |veya aksam
EF\ EFY 400 mg ise kullamlabilir. yemeginden 2
Gunde 1 tablet sgat once
TOE/ETC/ERY Yatmadan once
TOF/FTC/EFV? | 300/200/600 mg vEye E'_“.*i;“ 5
—  |Giinde 1tablet yemeginden

saat once

Tlrkiye, HIV/AIDS El Kitabi, 2018




Alternatif Rejimler

2 Nikleozit analogu revers transkriptaz inhibitarl + Glclendirilmis proteaz inhibitorii
TAF/FTC
10/200 mg
Ginde 1 tablet veya
TAF/FTC? TDF/FTC 300/200 mg
VEYE Gunde 1 tablet
TDEFTC? + ATV vemekle
AT/ 78 3004150 mg
VEYE Ginde 1 tablet veya
AT/ E ATV 300 mg
Gunde 1 tablet ve
RTV 100 mg
Gunde 1 tablet
ABC/ITC 600/300 mg
Gunde 1 tablet
ABC/ITC'? + ‘;ﬁ‘:“m -
ATV 8 e 1 1ol HIV RMA diizeyi vemeld
unde 1 tablet veya ) emekla
VEYE ATV 300 mg <100.000 kopya/mL ise.
AT/ & ;
Gunde 1 tablet ve
RTV 100 mg
Gunde 1 tablet




Alternatif Rejimler

ABC/ITC 600/300 mg
Gunde 1 tablet

ABC/ATC 4 DRV
. B00/150 mg " . _
DRSS - Silfonamit alerjisi olan hastalar
Ginde 1 tablet veya ) . Yamekls
vEYd DRV 800 mg izlanmelidir.
DR/ Gunde 1 tablet ve
RTW 100 mg
Gundea 1 tablat
Diger
RAL 400 mg,
Gunde iki defal tablet .
RAL? + DRV/c 800/150 mg » CIMT lenfositi saps
DR/ Ginde 1 tablet veva =200 hicre/mm? ve HIV RNA dizeyi
veya DRV 800 mg ¥ <100.000 kopya'/mL ise.
. » Al wveya Mg iceren antasitlerle
DR/ FEGT.:I'I:I'-I.I':IIE[: :;IEt e birlikte kullarmlmas onerilmez.
Gunde 1 tablat
LPVARTY
LPW/T 200550 mg
- Giunde iki dafa 2 tablet
aTC 3TC 150 mg
Giunde iki dafa 1 tablet
» AlLCa'Mg iceren antasit ve
DTG DTG 30 mg multivitaminler ile es zamanl
+ Gundea 1 tablat alimmamahdir {en az 2 saat once veya
ITC 3TC 150 mg & saat sonra alimabilir).

Giunde iki dafa 1 tablet

» Rifampisin ile birlikte kullamlacaksa

DTG 50 mg gunde iki kez onerilir.

Turkiye, HIV/AIDS El Kitabi, 2018




Gebelik

ART alirken gebelik
planlayan/gebe kalan
kadinlar

Herhangi bir kontrendikasyon yoksa halihazirdaki ART rejimine devam
dilir. Gebelikte kontrendike ilac/rejim kullaniliyorsa degistirilir. D1G
ullanmaktayken gebe kalan kadinlardan dogan bebeklerde ndral tlip defekti

elisme olasihig bulundugundan, bu konuda daha glivenilir veriler elde

dilinceye dek daha

uvenli bir rejime gecilmesi onerilir.

ART hig kullanmamis
iken gebe kalan kadin

Tedaviye en kisa stirede baslanmahdir.

ikinci/ticiinci
trimesterde takip
edilmeye baslanan
kadin

ART'ye hemen baslanmasi, viral yiki hizla disltrebilmek icin INSTI iceren
bir rejim tercih edilmesi dnerilir ve viral yikin dogum sirasinda saptanamaz
seviyeye indirilmesi hedeflenir. Gebelikte INSTI olarak raltegravirin tercih

edilmesi onerilmektedir.
Ozellikle viral yiikii bilinmeyen veya HIV RNA diizeyi >100 000 kopya/mL

olanlarda RAL iceren lgli rejim segilmeli veya RAL rejime dordinci ilag
olarak eklenmelidir.

Uclincii trimesterde
wiral yiki saptamir

seviyede olan kadin

Direncg testi yvapilmalh, tedaviyi degistirme veya mevcut rejime INSTI ekleme
secenekleri distnilmelidir.

Gebelik sirasinda ART

tlaclarinin kesilmesi

Ciddi toksisite, gebelige bagh tedaviye yanitsiz hiperemezis, akut hastalik,
oral alimi kisitlayan planh cerrahi girisim durumunda tedavi kisa sareli
kesilebilir. Rejimdeki ilaclarin hepsi birden kesilmeli ve kesintive neden
olan durum ortadan kalktiktan sonra en kisa sltrede tedaviye yeniden
baslanmaldir.

»( EVG/c kullanmakta olan olgularda EVG/c plazma diizeylerinin gebelikte yetersiz kalmasi nedeniyle

ideal olan bu ilacin degistirilmesidir. Ancak degistirilemeyen olgularda viral yiik ve mimkinse ilac

diizeyleri takip edilmelidir.

Turkiye, HIV/AIDS El Kitabi, 2018




Dolutegravir en potent ARV

Maximum HIV RNA
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DTG HIV1 integraz DNA kompleksine 71 saat bagli kaliyor

1. Eron JJ, et al. NEJM 1995;333:1662-9; 2. Kuritzkes DR, et al. AIDS 1999;13:685-94,
3. Adapted from Lalezari J, et al. IAS 2009. Abstract TUAB105;

4. Gallant JE, et al. J Acquir Immune Defic Syndr 2017;75:61-66.
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Olgu 1

* Direnc bariyeri yluksek
* Tek tablet

— Abacavir/lamivudin/dolutegravir ile tedavi
baslandi.

* Tedavinin 1. ayinda HIVRNA : negatif olarak
saptandi




Olgu 2

SY, 72 yasinda, E

Idrar renginde koyulasma ve halsizlik yakinmalari
olan hastada

karaciger enzimlerinde yikselme ve HBsAg
pozitif olarak saptanmis

Hasta akut viral hepatit 6n tanisiyla klinigimize
yatirildi

Ozgecmis: DM, HT, KAH, koroner bypass
Soygecmis: Annede DM, babada KAH




Laboratuvar tetkikleri

4260 <0.2 132000 177 1.36 883 658 9.4

53.86

(+) (+) (+) (+)

> 100 000 IU/ml



Olgu 2

* CD4 sayisi:%23, 230/mm3
 HIV RNA: 46511 IU/ml

* Direnc testi: Major ilac gruplarina direncg
saptanmadi




TDF’den kaginilmal

ABC (HLA-B*5701 negatif ise)
veya
TAF (e-GFR >30 mL/dak ise)

e-GFR<60 ml/dak
ABC veya TAF kullanilamiyorsa

DTG + 3TC veya
DRV/r + 3TC

DRV/r + RAL (CD4>200h/mm3, HIVRNA<100,000
kopya/ml ise)



Klinik Dikkate alinacaklar Yorumlar
senaryo

HBV ko-
infeksiyonu

Tenofovir DF/emtricitabine veya
Tenofovir DF + lamivudine

Eger Tenofovir DF veya TAF

kontrendikeyse:

*HBV tedavisi icin emtricitabine veya
lamivudine ek olarak entecavir

verilmelidir

Tenofovir DF, Lamivudine
ve emtricitabine HIV ve
HBV ‘ye birlikte etkilidir.
Ancak:

Lamivudine veya
emtricitabine HBV'ye
etkin ikinci bir ilagla
kullanilmazsa kolay direncg
gelisir

’r 7/ /( /)
i

Guidelines for the Use of Antiretroviral Agents
in HIV-1-Infected Adults and Adolescents

/ Developed by the OHHS Panel on Anfireiroviral Guideines for Adults
) C and Molescants - A Working Group of the Office of AIDS Research
. Advisory Counsil (DARAC)



GEMINI-1 and -2: DTG + 3TC vs DTG + TDF/FTC in
Treatment-Naive Patients

Paralel, uluslar arasi, randomize, cift kor, faz Il ,calisma 1!

Stratified by HIV-1RNA (£ vs = 100,000 copies/mL), ana.-]r .ﬂ.rm.fjl'ﬂs
ART-naive adults with HIV-1RNA 1000-500,000 l
copies/mL, <10 days on previous ART, no

CO4+cell count (< vs = 200 cells/mm?)
Contipuation of
DTG +3TC
i : : : rmitted
major resistance associated mutahun,nDHB‘u’ re

infection or HCV requiring therapy DTG+ FTC/TDFPO QD
(N=1433] (n=717)

Screening within 28 days of study start; studies double blinded until Wk 96, open label until Wk 144,
* Primary endpoint: HIV-1 RNA < 50 copies/mL at Wk 48 (FDA Snapshot)!

— DTG +3TCvs DTG + FTC/TDF: 91% vs 93% (difference: -1.7%; 95% Cl: -4.4%to 1.1%)

— No treatment-emergent INSTI or NRTI mutations in patients with VFin either arm

1. Orkin. Glasgow 2018. Abstr P021. 2. Cahn. Lancet. 2018;[Epub].



GEMINI-1 ve -2: 48.hf Alt grup Analizleri

HIV-1 RNA < 50 copies/mL, nfM (%)

Face

HIV-1 RNA,
copies/mL

CD4+ count,
cells/mm?

» <35

» 35to< 50
» 250

» Female

» [zle

» White

» African heritage
» Asizn

= % 100,000
= = 100,000
= = 250,000
= = 400,000
= 2200

» =200

DTG + 3TC [n= 716)

386,/420(92)
211/231(91)
58/65 (83
100/113 (88)
555603 (92)
447/480(93)
83/99 (84
67/71 (94
526/575(91)
129/140(92)
45/51 (88
16/18 (83
50/63 (73]
605653 (93]

381,/408(93)
216,229 [94)
72/80 (90}
89/98 [91)
580,619 (94)
471/497(95)
64/76 (54)
68/72 (94
531/564(94)
138,153 (30)
41/46 (89)
20/24 (83)
51/55 (93]
518/662(93)

DTG + FTC/TDF (n=717)

% Treatment Difference [95% Cl)
3-Drug Regimen

2-Drug Regimen

-li.-ll

-20 -1 0 10 20 20

Orkin. Glasgow 2018. Abstr P021.



Olgu 2

DM, KAH, kreatinin yuksekligi olan ve akut
hepatit B atagi geciren hastaya

— Dolutegravir+ lamivudin ile tedavi baslandi
— 1. ayda HIVRNA: 656 IU/m|




Kiinik durum

CD4 <200 hucre/mm3

HIVRNA>100.000 kopya/ml

HLA-B*5701 pozitif

HIV direnc¢ sonuclari olmadan
ART baslanan durumlar

RPV temelli rejimler
DRV/r +RAL kullanilmamali

RPV temelli rejimler
DRV/r +RAL

ABC/3TC + EFV veya ATV/r
kullanilmamali

ABC temelli rejimler
kullanilmamali

NNRTI iceren rejimlerden kac¢iniimali
Onerilen rejim:

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




Kiinik durum

Osteoporoz TDF’den kag¢iniimali

HLA-B*5701 negatif ise ABC/3TC veya TAF
kullanilmali

Psikiyatrik hastalik EFV-RPV temelli rejimlerden kaginiimali

EFV temelli rejimlerden kaginiimali

HIV iliskili demans DRV veya DTG temelli rejimler tercih edilmeli
Narkotik replasman Hasta metadon kullaniyorsa EFV temelli
tedavisi rejimlerden ka¢inilmali

EFV kullaniliyorsa metadon dozunun
arttirilmasi gerekebilir



Yuksek kardiyak ABC veya LPV/r temelli rejimlerden kaginilmal
risk BIC, DOR, DTG, RAL, RPV verilebilir

Lipid dlizeyleri Gizerine olumsuz etkileri olan rejimler:
*Pl/r veya Pl/c
°EFV

Hiperlipidemi *EVG/c

*BIC, DOR, DTG, RAL, RPV tercih edilebilir
(TDF’i ABC ve TAF’a kiyasla tercih)



Abakavir ve Kardiyovaskiiler Risk Iligkisini
Arastiran Calismalar
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> HEAT! different populations. Two showed

O 0 an association between recent

Pl x 2009 ABC use and MI and one showed

< O " ““TBservational studies

BICOMB . .
> %?3 M Randomised controlled trials
2010 I Meta-analyses

Results sensitive to
adjustment for
confounding risk factors

Pop., population. Dates represent publication or presentation at a major congress. *Observational

1. Sabin CA et al. Lancet 2008;371:1417-26; 2. SMART Study Group. AIDSHRSMAY,0LSMART, RET a1, s Infect Dis 2010;201:318-30;

4. Martin A et al. CID 2009; 49:1591-1601; 5. Durand M et al. JAIDS 2011;57:245-53; 6. Bedimo RJ et al. Clin Infect Dis 2011;53:84-91;

7. Lang S et al. Arch Intern Med 2010;170:1228-38; 8. Sabin CA et al. BMC Medicine 2016;14:61; 9. Ribaudo HJ et al. Clin Infect Dis 2011;52:929-40; 10.
Smith KY et al. AIDS 2009;23:1547-56; 11. Brothers CH et al. JAIDS 2009;51;20-8; 12. Squires K et al. AIDS 2010;24:2019-27; 13. Martinez E et al. AIDS
2010;24:F1-F9; 14. Ding X et al. JAIDS 2012;61:441-7; 15. Moyle G et al. Antivir Ther 2013;18:905-13; 16. Sax P et al. J Infect Dis 2011;204:1191-201; 17.
Cruciani M et al. AIDS 2011;25:1993-2004; 18. Choi Al et al. AIDS 2011;25:1289-98; 19. Obel N et al. HIV Med 2010;11:130-6; 20. Triant V et al. JAIDS
2010;55:615-9; 21. Lichtenstein K et al. Clin Infect Dis 2010;51:435-47; 22. Palella FJ Jr et al. 22nd CROI, 2015; Abstract 749LB; 23. Brouwer ES et al.
Epidemiology 2014;25:406—-17; 24. Desai M et al. Clin Infect Dis 2015;61:445-52; 25. Young J et al. J Aquir Immune Syndr 2015;69:413-21; 27. Sabin C et al.
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Dolutegravir naif bireylerde yapilan calismalarda
miyokard infarktisu vakasi bildirilmemistir

Pre-existing coronary/ischemic heart disease was not
exclusionary in clinical trials with dolutegravir + ABC/3TC
(SPRING-1, SPRING-2, SINGLE, FLAMINGO, SAILING)!-4

No subjects receiving dolutegravir + ABC/3TC were
reported with Ml or any other ischemic cardiac events
after 1067 subject-years of follow-up in the pooled
dolutegravir + ABC/3TC treatment group and out to 96
weeks!-3~6

1. Stellbrink H-J et al. AIDS. 2013;27(11):1771-1778.

2. Raffi F et al. Lancet. 2013;381(9868):735-743.

3. Clotet B et al. Lancet. 2014;383(9936):2222-2231.

4. Walmsley SL et al. N Engl J Med. 2013;369(19):1807-1818 [appendix].

5. Walmsley SL et al. N Engl J Med. 2013;369(19):1807-1818.
6. Curtis L et al. HIV Clin Trials. 2014;15(5):199-208.



Kardiyovaskuler risk acisindan ABC kullanan ve
kullanmayanlar arasinda fark yok

Person Rate per 1000 person- | Relative Rate
years years (95% Cl) (95% Cl)
ABC 11660 19 1.65 (1.04,2.55) 0.94 (0.47
All data ' Y
Non-ABC 7537 13 1.72 (1.00, 2.97) 1.91)
Randomised  ABC 3647 6 1.65 (0.73, 3.66) 0.77 (0.26,
ABCvsnot  nonABC 3275 7 2.14 (1.02, 4.48) 2.29)

A comprehensive review of the literature regarding ABC use
and the risk of Ml was recently published by Llibre and Hill**
and concluded that

“Despite thoroughly investigating the drug, we do not
currently have practice-changing evidence that abacavir
causes a short/middle (but not cumulative) increase in the
risk of AMI or CVE and have not found a clearly convincing
pathophysiologic underlying mechanism”.

*SPRING-1, SPRING-2,SINGLE, FLAMINGO, HEAT, ARIES, ASSURE, MERIT, LATTE.

**Llibre, JM, Hill, A. Abacavir and cardivascular disease. A critical look at the dat. Antiviral Research (2016)-in print
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Abacavir Use and Risk for Myocardial Infarction and
Cardiovascular Events: Pooled Analysis of Data From

Clinical Trials

Cassandra Man,' Mark Shaefer,’ Aimgalle Urkaityte,' James Oyee,’ Judy Hopking” Ledgh Ragane,’ Teodara Perger,” Bata Win,'
Harald Vangerow,' Cynthila McColg," and Vanl Vannappagart'

Ticol World bvidaees & Epidomiclagy, Gl Smihilng, Sanvaage, Harsiortshis, Lniod Kingdeer: Clokal Medical Sciances ané Epidomishogy & Pial Werkd Evidorcs, Vil Hanbhoarg
Rascarch Triargn Park, Morth Carolrer ‘il Statisis, Tokal Cinical Safoty & Plamacovagionca, and *Saiaty Brakuation & Fisk Marcygemart, ChaesSimiilli, Stackioy Pas, Uitod
Kinggom; “Safoty & Phamnaomghanca, Vil Hazlbcars, G35 Hoess, United Kingron; and *Inical Dovelapmant, Y7V Hoafthears, Tres Canios, Span

Backgroumd. Some observational studies and randomized controlled trials (RCTs) have suggested an association between
abacavir (ABC) use and myocardial infarction (MI), whereas others have not.

Methods.  This pooled anabysis of 66 phase [1-1V RCTs estimates exposure-adjusted incidence rates (1Rs) and relative rates (FRs)
of MI and cardiovascular events (CVEs) in participants receiving ABC- and non- ARC-containing combination antiretroviral ther-
apy (cART). The primary analysss of M1 included ABC-randomized trials with 248-week follow-up. Sensitivity analyses of M1 and
CVEs included non-ABC-randomized and <48-week follow-up tniaks.

Results.  In 66 clinical triaks, 13 119 adults (75% male, aged 18-85 years) were on ABC-containing cART and 7350 were not.
Exposure-adjusted IR for MI was 1.5 per 1000 person-years (PY; 95% confidence interval [C1], 0.67-3.34) in the ABC-exposed group
and 2.18 per 1000 PY (95% C1, 1.09-4.40) in the unexposed group. The IR for CVEs was 2.9 per 1000 PY (95% C1, 2.09-4.02) in the
exposed group and 4.69 per 1000 PY (95% CI, 3.40-6.47) in the unexposed group with studies of 248 weeks of follow-up, with an
RR of (62 (95% C1, 0.29-0.98). The inclusion of nonrandomized and shorter-duration triaks did not significantly change the RR for

MI or coronary arfery disease.

Conclusions.  This pooled analysis found comparable [Rs for MI and CVEs among ABC-exposed and -unexposed participants,
sugpesting no increased risk for M1 or CVEs following ABC exposure in a clinical tnial population. Modifiahle risk factors for M1
and CVEs should be addressed when prescribing ART.

Reywords.  abacavir; acute myocardial infarctin; anging; cardiovascular event; coronary artery disease; HIY; pooled analysis
safity.




Coklu ilag-destek uriin kullanimlarinda etkilesimler

Firsatcl enfeksiyonlar
Koenfeksiyonlar (HBV, HCV, tiberkiloz...)
Vitaminler

Antidepresanlar, anksiyolitikler
Takviye Urlnler (protein tozu)
Bitkisel Grinler (St John’s wort)
Sildenafil vb

Madde kullanimi

EACS, DHHS, uptodate, www.hivdruginteractions,



http://www.hivdruginteractions/

llag etkilesimleri

Tablo 4.5. Antiretroviral ila { ilaclan arasindaki etkilesi
Pl NNRTI INSTI NRTI Diger
DRV/r | LPV/r | EFV | ETV | NVP | RPV | DTG | EVG/c | RAL | ABC | FTC | 3TC ;%F: DV | MVC
. . L
Sofosbuvir A - v - - | . ; - b | - hw | - -
ﬂ: b .
E Sofosbuvir/ a 'Z'_’: 02 + A
Ledipasvir - ¥ i ) ) ) . L 4 ) ) " |AD
e LA *
Ombitasvir/ J . n2(
Paritaprevir/r * 4 . A e : 4 s : ) 4
5 Ribavirin - - - - - - - - - - - - - X -
c
58,
rjE PEG interferon
= - - - - - - - - - X -
o |alfa

Turkiye HIV-AIDS El Kitab1,2018



Tedavinin gerceklesebilirligi ve maliyeti

e
=
<
<

Oragene/saliva

SLNVEFIT

Etkinlik, en kisa siirede viral supresyon  direng
bariyeri, yan etkilerin azhgi



Dogru receteleme ve hastanin bilgilendirilmesi




ART’den optimal cevap almak icin
rejime ne kadar uyum gereklidir?

ART’ye uyum

>95%

90-95%

80-90%

<70%

Viral yuik<400

81%
Gunde iki
kez 64%
Bir ayda 259
<3
6%

Paterson D.L et al 2000. ann. Int. medicine



Tedavi takibi, kontrol araliklari

Yan etkiler (hissedilen, edilmeyen)
Tedaviye alinan yanit

llaca uyumun izlenmesi

Tedavi degisiklikleri
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https://mail.google.com/mail/u/0/h/1vaclvxk3m5yw/?view=att&th=1586e6dbb65c0057&attid=0.0&disp=inline&safe=1&zw
https://mail.google.com/mail/u/0/h/1vaclvxk3m5yw/?view=att&th=1586e6ccaaf12d5a&attid=0.1&disp=inline&safe=1&zw

Sorumluluk Sahibi Taraflar

Hekim

Hasta / hasta yakini
Eczaci

Hemsire

Diger saglk personeli
Uretici

Dlzenleyici Otorite
Diger (Medya, Akademi vb.)
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Beni Tiirk Hekimlerine Emanet Ediniz

.



