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HIV ve HAART

¢ Bu giin ki bilgilerimizle HIV 6mir boyu siiren kronik bir hastalik
¢ HAART omir boyu siirecek kompleks bir tedavi gerekli

¢ Sirekli yeni ilaglar gelistirilmekte

https://www.cdc.gov/hiv/library/dcl/dcl/092717 .html



HIV Enfeksiyonu Tedavisinde Kullanimda
Alan Antiretroviral Aianl

Nikleozid RTI (NRTI) | Nonniikleoz(t)ide RTI (NNRTIﬂ
* Zidovudin (ZDV) * Nevirapin (NVP) .
. Didanosin (ddI) . Delavirdin (BLV) Proteaz Inhibitérleri (PT)
+ Zalsitabin (ddC) . Efavirenz (EFV) * Saquinavir (SQV)
- Stavudin (d4T) - Etravirin (ETR) * Ritonavir (RTV)
- Lamivudin (3TC) - Rilpivirin - Indinavir (IDV)
) : — * Nelfinavir (NFV)
C . .
Abakavir (ABC) Integraz Tnhibitérleri | |, APy
. Emtrisitabin (FTC) alteqravin (RAL) mprenavir (APV)
- Raltegravir -
» Tenofovir DF (TDF) ol f . * Lopinavir/r (LPV/r)
- Dolutegravir :
‘Tenofovir alafenamid (TAF) | Elvi 7 - + Atazanavir (ATV)
— : vitegravir | - Fosamprenavir (Fos-APV)
Fusion Inhibitérleri [[Boosterler . .
- Enfuvirtid (T-?O) - Ritonavir (RTV) - Tipranavir (TPV)
CCRS Antagonist - Cobicistat* (cobi) || Darunavir (DRV)

* Maravirok (MVC)
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Rehberler

¢ DHHS: Department of Human and Health
Services (@) oy

¢ EACS: European AIDS Clinical Society

¢ WHO: World Health Organization (DSO)

¢ BHIVA: British HIV Association

¢ Ulusal HIV/AIDS Tani Tedavi Rehberi
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Developed by the DHHS Panel on Antiretroviral Guidelines for Adults
T - R 3 C and Adolescents — A Working Group of the Office of AIDS Research
HIV J AlDS TAMI g, Advisory Council (OARAC)

TEDAVI REHBERI
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Hizla ART Baslanmasi Gereken Durumlar

Akut/erken infeksiyon (akut retroviral sendrom)

Gebelik

HIV/hepatitis B-C koinfeksiyonu

AIDS tanimlayici hastalik, HIV-iligikili demans ve AIDS-
iligkili malignite

Firsat¢i infeksiyonlar

Disik CD4 sayisi (<200 /mm3)

HIV iliskili nefropati (HIVAN)

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



Tedavi Ne Zaman Baslayalim?

¢ Hastaligin evresi?

200 h/mm3
5 ; 350 h/mm3
©CD4 sayisi? — =00 h/mms3

¢ Viral yiuk?



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

Initiating Antiretroviral Therapy in Treatment-Naive Patients (Last
updated May 1, 2014; last reviewed May 1, 2014)

Panel's Recommendations

Anfiretroviral therapy (ART) is recommended for all HIV-infected individuals to reduce the risk of disease progression.

* The strength of and evidence for this recommendation vary by pretreatment CD4 T lymphocyte (CD4) cell count CO4 count
<350 cells/mm’ (Al); CD4 count 350 to 500 cellsimm’ (All); CD4 count >500 cells/mm” (BIII).

ART is also recommended for HIV-infected individuals to prevent of transmission of HIV.

o The strength of and evidence for this recommendation vary by fransmission risks: perinatal transmission (Al); hetercsexual
transmission (Al); other fransmission risk groups (Alll).

Patients starting ART should be willing and able to commit to treatment and understand the benefits and risks of therapy and the
importance of adherence (Alll). Patients may choose to postpone therapy, and providers, on a case-by-case basis, may elect to
defer therapy on the basis of clinical and/or psychosocial factors.

Rating of Recommendations: A= Strong; B = Moderafe; C = Opfional

Rating of Evidence: | = Data from randomized controlled trials; Il = Data from wel-designed nonrandomized frials or observational
cohort studies with long-term clinical oufcomes, Ill = Expert opinion

Tempering the enthusiasm to treat all patients regardless of CD4 count is the absence of randomized trial

data that demonstrate a definitive clinical benefit of ART in patients with higher CD4 counts (e.g., =350
cells/ mm?*) and mixed results from observational cohort studies as to the definitive benefits of early ART
(1.e., when CD4 count =500 cells/mm~*). For some asymptomatic patients, the potential risks of short- or
long-term drug-related complications and non-adherence to long-term therapy may offset possible benefits of
earlier imitiation of therapy. An ongoing randomized controlled trial evaluating the role of immediate versus
delayed ART in patients with CD4 counts >500 cells/mm? (see Strategic Timing of Antiretroviral Treatment
(START); Chinical Trials. gov identifier NCTO0867048) should help to further define the role of ART in this
patient population.

The known and potential benefits and limitations of ART in general, and in different patient populations are
discussed below.




Tedavi Ne Zaman Baslayalim?
2015

© START ve TEMPRANO calismalari
© Tedavi baglama onerileri degisti

© Saptadigin anda tedavi ver



@ 2015 British HIV Association

British HIV Association guidelines for the treatment of
HIV-1-positive adults with antiretroviral therapy 2015

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 cells/pL (median CD4 cell count 651 cells/ulL) in 35
countries, and randomised themn to start ART immediately or to defer ART until the CD4 count fell below 350
cells/uL. 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 TB and cancers. Immediate
ART was not associated with higher risk of grade 4 events or unscheduled hospital admissions.

DI VA

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

. Proportion of diagnosed PLWH on ART.
L] 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.



{ &3y World Health
{:’ 9 Organization

GUIDELINE ON WHEN
T0 START ANTIRETROVIRAL
THERAPY AND
ON PRE-EXPOSURE
PROPHYLAXIS FOR HIV

SEPTEMBER 2015




Box 1. The START study @) s 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 illness or death among people who were randomized to receive immediate
ART versus deferring ART until their CD4 count dropped below 350 cells/mm?. 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?3. 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 AN?&S&%T&"-
cells/mm?. The study also showed that immediate ART reduced both AIDS-related and non- ON PRE-EXPOSURE
,&IDS-rtelated events, but the benefit was greater for AIDS-related events. Tuberculosis (TB), PROPHYLAXIS FOR HIV
Kaposi sarcoma and lymphoma — the ===+ ===—=== HIRE eefmted et el el
less frequently in the immediate ART ¢ . . ST
ma"gnancies} were lower in the imme 2.1 Wh En tD Stﬂ rt ﬂ ntl rEtrDW rﬂl th Erﬂ py
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 clinical stage and
at any CD4 cell count (strong recommendation, moderate-quality evidence).

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




Guidelines for the Use of Antiretroviral Agents in
Adults and Adolescents Living with HIV

Devaloped by the DHHS Panzl on Antiretrovirzl Guidelnes for Adults
and Adofescants - A Working Growp of the Offica of AlDS Ressarch
Advisory Council (OARAC)

Immediate Anriretroviral Therapy Initiation en the Day of HIV Diagnosis

Since many individuals may fail to engage in care during the delay between mitial HIV diagnosis (or first clinic
visit) and the time ART is prescribed, some groups have proposed rapid ART initiation on the same day of HIV
diagnosis as a strategy to increase engagement in care and increase the proportion of mdividuals who achieve
and maintain ART-mediated viral suporession. This strateev was recentlv tested in a randomized controlled
trial of 377 individuals in Scuth Afy

immediate ART ou the day of diagn |njtjation of Antiretroviral Therapy (Last updated October 17, 2017; last
(three to five additional visits with i .o\ja\wed October 17, 2017)

suppressed at 10 months (64% vs. 3

m care achieving viral suppression ;

: ) Panel's Recommendations
controlled trial of same-day ART m

health care systems, structural barrs | = Antiretroviral therapy (ART) is recommended for all individuals with HIV, regardless of CD4 T lymphocyte cell count, to reduce the
Africa and Haiti that limit the gener morbidity and mortality associated with HIV infection (Al).

that same-day itiation of ART ma |,
randomized controlled trials have b
San Francisco suggested that mitiat
to achieving viral suppression.™ It s
diagnosis 15 resource-intensive. regq

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 deferred because of clinical and/or psychosocial factors, but therapy
should be inifiated as soon as possible.

coordinate the patient transportatior
mtake laboratory testing, and syster
available in all settings and the long Rating of Evidence: | = Data from randomized controlled frials; Il = Data from well-designed nonrandomized trials or ohservational
the United States, this approach ren | cONort studies with long-term clinical outcomes; Il = Expert opinion

Rating of Recommendations: A = Sirong; B = Moderate; C = Optlional




¢ Immunolojik fonksiyonlari
korumak ve iyilestirmek

¢ AIDS'e ilerlemeyi gegiktirmek
ve 6mird uzatmak

©Viral yiku baskilamak

¢ HIV bulasini azaltmak

©Erken donemde ilag yan etkileri

nedeniyle yasam kalitesinin bozulmasi
© Tedavilerin tahmin edilemeyen uzun

sureli toksisiteleri
© Baziilag /rejimlerin etkinlik siirelerinin belirsizligi
¢ Tlag etkilesimleri

€ Uyum olmazsa direng gelisimi ve gelecekteki ilag
seceneklerinin azalmasi

¢ Tlag direngli suslarin bulastiriimasi




Tedaviye Baglama Karari

Klinik muayene
Bazal tetkikler

Degerlendir

Acil baslamay: gerektiren bir durum var mi?

4

EVET

|

Tedavi basla

4

HAYIR

4

¢ Hasta ile tedavinin yarar ve riskleri, ilag
uyumunun dnemi hakkinda konusulmals

¢ Tedaviye hazir ve istekli
mi?degerlendirilmeli

http://www.eacsociety.org/files/quidelines_8.2-english.pdf
https://aidsinfo.nih.gov/contentfiles/Ivguidelines/adultandadolescentgl.pdf



Partll ART of HIV-positive Persons

Assessing HIV-positive Persons' Readiness to Start and Maintain ART"™

Goal: to help persons start and/or maintain ART

Successful ART requires a perzon's readiness to start and adhere 1o the Identify the person's stage of readiness using WEMS!! technigues, and
regimen over time. The trajectory from problem awareness to maintenance start discussion with an open question/invitation:
on ART can he dwn:led mt-:: ﬁ\re stages I{nn'.'.rlng a pemnn's stﬂge health I would like to talk about HIY medicines.” <wait= “What do you think about

__________ —_—

ART Baslamaya Karar verme ve .
Baslanan Tedavinin Devamliligini Saglayabilmek Igin

Aile destegi

Sosyal destek

Alkol ve uyusturucu kullanimi
Depresyon durumu

Kognitif fonksiyonlar

= Meslek
Saglik giivencesi

http://www.eacsociety.org/files/quidelines_8.2-english.pdf
https://aidsinfo.nih.gov/contentfiles/Ivguidelines/adultandadolescentgl.pdf



EACS 2017-Ilk Secenekte Onerilen Tedaviler

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

A) Recommended regimens (one of the following to be selected)”

2 HRTIs + INSTI

ABCIATCIDTG

ABC/3TC/DTG

TAFFTC" or
TOFFTC "
+DTG

600/300/50

TAFIFTC/EVGIc " or
TDFIFTCIEVGIe

atiet qd or

) r 1 tablet qd

None ANCaMg-containing antacids or
Mone multivitaming should be taken well
geparated in time (minimum 2h
after or 6h before).
DTG 50 mg bid with rifampicin.
With food AlCa/Mg-containing antacids or

gadtivitaming should be taken well
I arated in time (minimum 2h

ror 6h before).

TAFIFTC? or
TOFFTC"

TAF/FTC

TDF/FTC (Truvada;

Hivend)

| . |
2 NRTIs + Piir or P RAL (isentress) |

TAFIFTC" or
TDFIFTC™
+ DRVic or

+ DRVIT

L—

TA F/ FTC administration of antacids

TOF/FTC [ iosmans mnia
EVG ©

ritampicin.
Genvoya
Stribild

y if CO4 count > 200 cells/ulL
HIV-VL < 100,000 copies/mL.
contra-indicated; H2 antago-

to be taken 12h before or 4h
r RPV.

TDF/FTC 300/200 mg, 1 tablet qd
DRVic 800/150 mg, 1 tablet qd or

+ DRV 800 mg, 1 tablet gd + RTV 100 mg, 1 tablet qd

With food Monitor in persons with a known

sulfonamide allergy.




EACS 2017-Ilk Secenekte Onerilen Tedaviler

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

A) Recommended regimens (one of the following to be selected)”

2 NRTIs + INSTI
ABCIATCIDTG ABCATCIDTG 600/300/50 mg, 1 tabletqd None AlCa/Mg-containing antacids or
TAFIFTC " or TAFIFTC 25/200 mg, 1 tablet qd or None multivitamins should be taken well
TOFFTC ™' TDFIFTC 300/200mg, 1 tablet qd separated in time (minimum 2h
+DTG + DTG 50 mg, 1 tablet qd after or &h before).

DTG 50 mg bid with rifampicin.
TAFIFTCIEVGIe™ or TAFFTC/EV G 10/200/150/150 mg, 1 tablet qd or With food AlCa/Mg-containing antacids or
TDFIFTCIEVGIe TDFIFTCIEVG/e 300/200M150/150 mg, 1 tablet gd multivitamins should be taken well

separated in time (minimum 2h

2 after or Bh before).
None Co-administration of antacids

RPV

DF/FTC 300/200 mg, 1 tablet qd

lAFfFTC 25200 mg, 1 tablet qd or
RAL 400 ma, 1 tablet bid

2 NRTls + NNRTI

TAF/FTC
TDF/FTC

2 HRTIs + Plir or Plic

containing Al or Mg not recom-
mended. RAL 400 or 800 mg bid

TCIRPY 257200125 mg, 1 tablet qd or
FTC/RPY 300/200/25 mg, 1 tablet qd

With food (min 380 Kcal
required)

Only if CD4 count = 200 cellsfpl
and HIV-VL = 100,000 copies/mL.
PPl contra-indicated; H2 antago-
nists to be taken 12h before or &b
after RPV.

1 tablet gd

|@<nc|

With food

Monitor in persons with a known
sulfonamide allergy.

@<wo|




EACS 2017-Alternatif Tedaviler

B) Alternative regimens (to be used when none of the preferred regimens are feasible or available, whatever the reason)
Regimen ‘Dosing Food requirement Caution

H00/300 my, 1 tablet gd + RAL 400 mg, 1 tablet bid | None Co-administration of antacids con-

ABC/ 3TC + RAL taining Al or Mg not recommended.

RAL 400 or 800 mg bid with
rifampicin.

At bed time or 2 hours Only if HIV-YL < 100,000 copiesimL
before dinner

2 NRTIs + Plir or Plic

ABCATC”
+ATVIc ar

With food Only if HIV-YVL < 100,000 copies/imL

07200 mg 1 ta

blet g4

TAF/FTC
HIV RNA

With food N in perzons with

1 tablet qd
[ ma. 2 tablets bid




EACS 2017-Diger Tedaviler

ABC
TDF

TAF

kullanilamiyorsa

3TC+LPV ®

3TC + LPVir 3TC 300 mq, 1 tablet qd + LPY 200 mqg, 2 tablets bid With food

+ RTV 50 mg, 2 tablets bid
RAL" RAL 400 mg, 1 tablet bid With food Only if CD4 count = 200 celisiul
+ DRVic or + DRV B00M50 mg, 1 tablet gd or and HIV-VL = 100,000 copiesimL.
+ DRVIr + DRY 800 Co-administration of antacids con-

taining Al or Mg not recommended.

RAL+DRV®

RAL+DRV ©

HIV RNA
<100000

CcD4>200




DHHS-Temmuz 2016-Onerilen Tedaviler

Panel's Recommendations
+ An antiretroviral (A imen - . of o4 oo [ oo 5 g
Nle nmpnaton i Integraz inhibitorli kombinasyonlar |,
non-nucleoside reverse transcriptase IMATBION (NNRTJ, Of @ prolease INAIDIOT (F1) WIt a pharmaGoRnenc (- k) ennancer (pooster)

(cobicistat or ritonavir).

+ The Panel on Antiretroviral Guidelines for Adulty 5 as Recommended
regimens for antirefroviral therapy (ART)-naive | A BC/ 3TC/ DTG
Integrase Strand Transfer Inhibitor-Based ReqimSee
+ Dolutegravirfabacavirflamivudine™—only for patients who are HLA-B*5701 negative (Al)

+  Dolutegravir plus either tenofovir disoproxil fumarate/emtricitabine® (Al) or tenofovir alafenamide/emtricitabine (All)

Recommended Regimen Options Proteaz inhibitorli kombinasyon

Recommended regimens are those with demonstrated durable virologic efficacy, favorable tolerability and toxicity profiles, and ease of use.

—oRv/r

INSTI plus 2-NRTI Regimen:
+ DTG/ABC/3TC? (Al)—if H

+ DTG plus either TOF/FTCE . TAF/FTC
* | + EVGIGTAFIFTC (Al) or EV
+ RAL plus either TOFIFTC? TDF/FTC

Boosted Pl plus 2 NRTls:
e

+ DRVIr plus either TDF/FTC
Rating of Recommendations: A= Strong; 8 = Moderate; G = Optional

TAF/FTC
TDF/FTC

Rating of Evidence: [ = Data from randomized controlled tnals; I = Data from well-designed nonrandomized fnials, observational cohort

studies with long-ferm clinical outcomes, relative bioavailabilify/bioequivalence studies, or regimen comparisons from randomized switch
studies; Il = Expert opinion




DHHS-Alternatif Tedaviler

Giglendirilmis PT bazl rejimler

Alternative Regimen Options
Alternati : : tial disadvantages when cq ' ] imens,
haelm  NNRTI bazl rejimler |ess supporting data from ra ABC/3TC

Alternative regimen may be the preferred reqimen for some patients.

NNRTI plus 2 NRTls: m

+ EFVITDFIFTC® (BI)

DRV®
» EFV plus TAF/FT
+ RPVITDF/FTC’ |

HIV RNA <100,000 copies/mL and CD4 >20 DRV ©
Boosted Pl plus 2

+ (ATVIc or ATVIF) plus either TDFIFTC (BI) or TAFIFTC® (Bll

+ DRVIc (Bl or DR iR /55701 negative

g TAF/FTC I ?;Zi;g
TDF/FTC

e




DHHS-Diger Tedaviler

Table 6. Recommended, Alternative, and Other Antiretroviral Regimen Options for Treatment-Naive
Patients (page 2 of 2)

Other Regimen Options

When compared with Recommended and Alternative regimens, Other regimens may have reduced virologic activity, limited supporting
data from large comparative clinical trials, or other factors such as greater toxicities, higher pill burden, drug interaction potential, or
limitations for use in certain patient populations.

If HIV RNA <100.000 copig HLA-B*5701 Negative:

AF, TDF, or ABC Cannot be Used:

RNA <100,000 copies/mL and CD4 >200 cells/mm? 3TC‘|‘LPV @

. or vice versa, If a non-fixed dose NRTI combination is desireN

imen is based on relative bioavailability data coupled with data from randomized, controlled switch trials
cacy of TAF-containing regimens.

as coformulated products: ABG/3TC, ATVic, DRV/c, DTG/AR

XFIFTC. RPVITDFIFTC, TAFIFTC, and TDFIFTC. RAL+DRV®

ine; ABC = abacavir; ATVIc = atazanavir/cobicistat; ATVIr = ata
r = darunavir/atonavir, DTG = dolutegravir, EFV = efavirenz; E

A BC / 3TC <+ E Fv - LPVir = lopinaviriritonavir; NNRTI = non-nucleoside reverse transcriptase inhibitor, NRTI = nucleoside
= raltegravir, RPV = rilpivirine; TAF = tenofowir alafenamide; TDF = tenofovir disoproxil fumarate




Baslangi¢ Rejimine Karar Verirken

Eslik Eden Hastaliklar
Diyabeft,

Kalp hastaligt,
Hepatit,
Hiperlipidemi
Bdbrek patolojisi
Gebelik
Depresyon
Alkol veya uyusturucu

Firsatgi
— enfeksiyonlar

Baslangig ‘
HAART
Rejimi

Giinlik yasam
Ila¢ adedi
Doz aralig

Viral yik
Genetik yap!
Ilag¢ direnci

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




Yan Etkiler-NRTI
NRTI

Tenofovir dipivosil fumarat Bobrek Eftkisi
*Serum kreatinint
*Proteindri
‘Hipofosfatemi
*Glikoziiri
*Hipokalemi
Fanconi sendromu
Kemik Etkisi
Proximal renal tfubulopati-osteomalazi
*Kemik mineral yogunlugu
Lipid profili Gzerine eftkisi
. TAF ve abacavire gére daha iyi

Tenofovir alafenamide Bobrek ve kemik yan etkileri daha
fumarate

Abacavir HLA B 5701 ile iligkili allerjik yan etki



Yan Etkiler-NRTI

Dolutegravir-DT6 * >7%2 uykusuzluk, basagrisi

« Intihar diisiincesi-nadir
« Rifampisin DTG diizeyini diisirir
* DTG Metformin diizeyini 2 kat artirir

» Antiasitler ve laksatifler

: * Hipersensitivite reaksiyonu
Raltegravir-RAL

- Depresyon, Intihar digiincesi-nadir

‘D p
Elvitegravir-EVG . epresyon
 Intihar diisiincesi-nadir
« T67,LDLT HDLY

« Bulanti-Ishal

» Antiasitler ve laksatifler



Yan Etkiler-NNRVI

Efavirenz SSS yan etkileri
*Depresyon
*Koti riyalar
*Bas agrisi
*Bas donmesi
*Intihar egiliminde artis
Noral tip defekfi
Deri dokiintisti
TG1,LDL?T Kolesterolt

Rilpivirin SSS yan etkileri
HIVRNA >100 000 oDepr‘esyon
CD4<200

*Koti riyalar

*Bas agrisi

*Bas donmesi

*Intihar egiliminde artis
*TG1 LDLT,

*Kolesterolt

*QT uzamasi

Ortak yan etkiler efavirenze gore daha az



Yan Etkiler-PI

Darunavir/Ritonovir -DRV/r 61S yan etkileri
*Bulanti-kusma, ishal

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

*TG1,LDL1T, Kolesterolt
Deri dokiintisd,
Ates,

Lopinovir/Ritonovir (LPV/r) 61IS yan etkileri
 Bulanti-kusma, ishal
*Transaminaz yiiksekligi
Lipid paneli
*TG1,LDL?T, Kolesterolt
Deri dokiintisii,
Ates,
Uzun siireli kullanimda QT uzamasi (MI riski)

Insiilin direnci

Atazanavir/Ritonovir ATV/r 61S yan g’rkiler'i
e Bulanti, Ishal
Atazanavir/kobisistat ATV/c * Sarilik, Kolelitiazis,

« Indirekt hiperbilirubinemi,
Nefrotoksisite, Nefrolitiazis,
Deri dokiintisd,



Rehberlerde ilk segenek tedaviler
2NRTI + Integraz Inhibitori

TAF/FTC ABC/3TC/DT6 TAF/FTC
TDF/FTC TDF/FTC+RAL
EVG ©
Endikasyon 12 yas ve lizeri viicut agirligi en az 35 | 12 yas ve iizeri viicut agirhigi en az 40 kg | 16 yasin altindaki hastalarda giivenlilik ve
kg olan HIV-1ile enfekte, igeriginde | lizeri HIV 1ile enfekte igeriginde etkinlik belirlenmemistir
bulunan ajanlara karsi bilinen direngle | bulunan ajanlara karsi bilinen direngle
iliskili mutasyonu bulunmayan erigkin | 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 > 50 ml/dk

fonksiyonlar

TDF/FTC+EVG © CrCL > 50 ml/dk

TDF/FTC+RAL CrCL > 30 ml/dk

HLA gen tipi

Onemi yok

Tedaviyi baglamadan dnce her hastaya
HLA-B*5701 genini tasiyip tagimadigi
agisindan test yapilmaldir. HLA-B*5701
genini tastyan hastalara kesinlikle
baslanmamalidir.

Onemi yok




Rehberlerde ilk segenek tedaviler
2NRTL + Integraz Inhibitora

TAF/FTC ABC/3TC/DT6 TAF/FTC
TOF/FTC TOF/FTC+RAL
EVG ©
Miyokart Bir baglanti bulunmamaktadir. | Gozlemsel ¢alismalar ABC ile MI riskinde | Bir baglanti bulunmamaktadir.
Enfarktisi artis arasinda baglanti oldugunu
(MI) disiindiirmektedir. Bu ¢calismalar daha ¢ok
tedavi deneyimli hastalarda yapilmis
calismalardir.

ABC/3TC/DT6G baslayacaginiz hastada MI
ile iligkili diger risk faktorlerini azaltmaya
cahsin.

* sigaranin birakilmasi,

* hipertansiyonun kontrol altina alinmasi,

* hiperlipidemi




Rehberlerde ilk secenek tedaviler
2NRTL + Integraz Inhibitord

TAF/FTC ABC/3TC/DTG TAF/FTC
TOF/FTC TDF/FTC+RAL
EVG ©
Hipersensitivite | Ozel bir uyari bulunmamaktadir | Tedavi 6ncesi HLA-B*5701 testi mutlaka Raltegravir iligkili hipersensitivite
yaptlmalidir. Pozitif olanlara kesinlikle olabilir

baslanmamalidir.

Negatif olan kisilerde 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.




Rehberlerde ilk segenek tedaviler
2NRTI + Integraz Inhibitori

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

HBV
Koenfeksiyonu

Ko enfekte hastalarda tedavisinin kesilmesi
Hep B alevlenmesine sebep olabilir.

Ko enfekte hastada Lamivudin tek basina

yeterli olmaz.
Hep B igin ayrica ilag eklenmesi anerilir.

Ko enfekte hastalarda tedavisinin
kesilmesi Hep B alevlenmesine
sebep olabilir.

Hepatik
yetmezlik

Hafif ve orta hepatik yetmezlikte doz
ayarlamasi gerekmez. (Child A ve B)

Ciddi hepatik yetmezlikli hastalarda dnerilmez
(Child C)

Hafif hepatik yetmezlikli hastalarda ABC

doz azaltilmasi gerekebilir (Child A)

Orta ve agir hepatik yetmezlikli
hastalarda 6nerilmez. (Child B ve C)

Hafif ve orta hepatik yetmezlikte
doz ayarlamasi gerekmez. (Child A
ve B)

Agir karaciger yetmezligine
farmakokinetigi ¢alisiimamistir

Glglendirici

© (Cobicistat icerir.

Gliglendirici

Glglendirici

Booster ® ® | p pedenle eklenen her tedavi ilag Booster © ® jcermez. Booster © ® jcermez
etkilesimi agisindan degerlendirilmelidir.
Ozellikle tiiberkiloz tedavisi alan
hastalarda kullanimi onerilmez.

Lipid profiline | Lipid ler lizerine olumsuz

etkisi etkileri var

Kemik mineral
yogunlugu

TDF/FTC sikintili
TAF/FTC sorunsuz

TDF/FTC sikintili
TAF/FTC sorunsuz
RAL miyopati rabdomiyoliz




Hastaya Gore Tedavi

Direng testi Firsat¢i enfeksiyonlar
Viral yik + CD4 Kardiak risk faktorleri
HLA-B*5701 Hiperlipidemi

Bobrek

Psikiyatrik sorunu var mi?

fonksnyonlar'ml Nobet gegirme oykisu

degerlendir

HIV demans

Kemik mineral

. LD
danstometri Gebelik:




Hastaya Gore Tedavi

Diren¢ testi ¢citkmadan acilen 4 )

: Direng riski yiksek
tedavi baslayacaksaniz olan NNRTT bazl,

tedavileri tercih
etmeyiniz

\_ J

4 )

HLA-B*5701 + ise Abacavir iceren
rejimleri

kullanmayiniz
- J




Hastaya Gore Tedavi

Bobrek fonksiyonlarini
degerlendirilmeli
Bozukluk varsa

7

TDF'den

KACINILMALI

HLA-B*5701 negatif ise ABC
GFR>30 ml/dak ise TAF




Hastaya Gore Tedavi

Kemik mineral
Danstomeftrisini
degerlendir
Osteoporoz varsa

e

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 bazli tedavi
DRV/r+RAL

ONERILMEZ

A 4

-

RPV bazli tedavi

~

ABC/3TC + EFV veya ATV/r

\_

DRV/r + RAL
ONERILMEZ

J




Hastaya Gore Tedavi

i Psikiyatrik sorunlari
veya HIV demansi

\

r ™
EFV ve RPV bazl
ilaglar
KACINILMALI )

r

g olan hasta y
r N
Yiksek kardiyak riski
olan hasta
\ y,
r N

QT uzanasi varsa

ABC ve proteaz R
inhibitorld
tedavilerden
\ KACINILMALT

r N
EFV ve RPV bazli
ilaglar

KACINILMALI y




Hastaya Gore Tedavi

7

&

Hiperlipidemisi olan
hasta

~\

J

[

H2 reseptor
antagonisti
PPT
Antiasit kullanimi
varsa

\_

\

v

4 N
PI/r-PI/c
EFV
EVG/c
DIKKAT
\_ J
4 N
ATV diizeyi disecegi
icin birlikte
kullanmaktan
kaginiimali
\_ J
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8. Ilginiz Igin Tesekkir Ederim
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Tuberkiloz

¢ Sadece INAH proflaksisi aliyorsa tim rejimler
baslanabilir

© RIF ile TAF birlikte kullanimi énerilmiyor

© EFV kullaniliyorsa doz arttirmak gerekmiyor
© RAL kullaniyorsa 2x800mg

© DTG kullantyorsa 2x50mg

© CD4<50 ART hemen TB baslandiktan sonraki 2
hafta icinde

© CD4>50 TB tedavisinin 8. haftasi icinde
& Gebe hastada hemen ART



