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HIV infeksiyonu

Deeks SG etal 2015 HIV infection Nat Rev Dis Primers



HIV infeksiyonu

Deeks SG etal 2015 HIV infection Nat Rev Dis Primers



HIV patogenez

4Moir S etal 2011 Pathogenic mechanisms of HIV disease Annu Rev Pathol



HIV infeksiyonu seyri

Deeks SG etal 2015 HIV infection Nat Rev Dis Primers



ART sayesinde

İnkaya AÇ 2020 HIV Enfeksiyonu ve Enflamasyon Türkiye Klinikleri Enfeksiyon Hastalıkları 
Tincati, C etal 2020 Do Combination Antiretroviral Therapy Regimens for HIV Infection Feature Diverse T-Cell 
Phenotypes and Inflammatory Profiles? Open Forum Infectious Diseases

n Virolojik yanıt sağlanır

n CD4 düzeyi yükselir

n Fırsatçı hastalık riski azalır

Ama;

n İmmün aktivasyon/inflamasyon

n Hiperkoagülasyon devam eder

Bu da non-infeksiyöz komorbidilerin gelişimine zemin hazırlar



Uzun dönem stabil hastalık

7
Moir S etal 2011 Pathogenic mechanisms of HIV disease Annu Rev Pathol



İmmünolojik yanıt ve immünolojik yanıtsızlık

İmmünolojik yanıt İmmünolojik yanıtsızlık

CD4 > 500/μl, 2–12 yıl ART CD4+ < 500/μl 2-12 yıl ART

CD4 > 500, 7 yıl ART CD4 < 500, 7 yıl ART

%20 < CD4 artışı, CD4 > 200/μl, 3 yıl ART %20 > CD4 artışı, CD4 < 200/μl 3 yıl ART

CD4 > 500 μl ve CD4/CD8 > 1, 8 yıl ART CD4 < 500 μl ve CD4/CD8 ratio < 1 8 yıl ART

CD4 > 400, 2 yıl ART CD4 < 350, 2 yıl ART

8Yang X etal 2020 Incomplete immune reconstitution in HIV/AIDS patients on antiretroviral therapy: 
Challenges of immunological non-responders J Leukoc Biol

Virolojik baskılanma (HIV RNA < 50/μl) sağlanmasına rağmen CD4 sayısının 500’ün 

altında kalması ve/veya CD4:CD8 oranının (0.5’den) düşük olması



İmmünolojik yanıtsızlık

9

Engsig FN etal 2014 Long-termmortality in HIV- positive individuals virally suppressed for >3 years with
incomplete CD4 recovery Clin Infect Dis

van Lelyveld SF et al. 2012 Long-term complications in patients with poor immunological recovery despite

virological suc- cessful HAART in Dutch ATHENA cohort AIDS

Yang X etal 2020 Incomplete immune reconstitution in HIV/AIDS patients on antiretroviral therapy: 

Challenges of immunological non-responders J Leukoc Biol

n %20-30

n Metabolik sendrom

n Karaciğer hastalığı

n Nefropati

n Kardiyovasküler hastalık

n AIDS-dışı kanserler

n Nörokognitif bozulma



İmmünolojik yanıtsızlık sebepleri

Yang X etal 2020 Incomplete immune reconstitution in HIV/AIDS patients on antiretroviral therapy: 
Challenges of immunological non-responders J Leukoc Biol



HIV patogenez II

Février M etal 2011 CD4+ T cell depletion in human immunodeficiency virus (HIV) infection: role of apoptosis
Viruses



HIV patogenez III

Février M etal 2011 CD4+ T cell depletion in human immunodeficiency virus (HIV) infection: role of apoptosis
Viruses



ART ve immün yorulma

Özcan B etal yayınlanmamış veri
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ART ve immün düzelme

14
Shete A etal 2019 Incomplete functional T-cell reconstitution in immunological non-responders at one year
after initiation of antiretroviral therapy possibly predisposes them to infectious diseases Int J Infect Dis



İmmünolojik yanıtla ilişkili faktörler I

15
Han WM etal 2021 Association of body mass index with immune recovery, virological failure and
cardiovascular disease risk among people living with HIV HIV Med



İmmünolojik yanıtla ilişkili faktörler II

16Han WM etal 2021 Association of body mass index with immune recovery, virological failure and
cardiovascular disease risk among people living with HIV HIV Med



CD4 > 500 olarak başlandığında

17Boatman JA etal 2018 Risk Factors for Low CD4+ Count Recovery Despite Viral Suppression Among
Participants Initiating Antiretroviral Treatment With CD4+ Counts > 500 Cells/mm3: Findings From the Strategic 
Timing of AntiRetroviral Therapy (START) Trial. J Acquir Immune Defic Syndr



CD4 > 500 olarak başlandığında

18Boatman JA etal 2018 Risk Factors for Low CD4+ Count Recovery Despite Viral Suppression Among
Participants Initiating Antiretroviral Treatment With CD4+ Counts > 500 Cells/mm3: Findings From the Strategic 
Timing of AntiRetroviral Therapy (START) Trial. J Acquir Immune Defic Syndr



CD4 > 500 olarak başlandığında

19Boatman JA etal 2018 Risk Factors for Low CD4+ Count Recovery Despite Viral Suppression Among
Participants Initiating Antiretroviral Treatment With CD4+ Counts > 500 Cells/mm3: Findings From the Strategic 
Timing of AntiRetroviral Therapy (START) Trial. J Acquir Immune Defic Syndr



İmmünolojik düzelme ile ilişkili faktörler

20

Okulicz JF etal 2015 Influence of the timing of antiretroviral therapy on the potential for normalization of 
immune status in human immunodeficiency virus 1-infected individuals JAMA Intern Med



Madde kullanımı

21Jiang W etal 2018 Drug Use is Associated with Anti-CD4 IgG-mediated CD4+ T Cell Death and Poor CD4+ T 
Cell Recovery in Viral-suppressive HIV-infected Individuals Under Antiretroviral Therapy Curr HIV Res



Hangi ART?

n TDF/FTC+RAL vs TDF/FTC+EFV è RAL daha iyi

n RAL vs DRV/r è immün aktivasyon ve senescence benzer

n INSTI temelli rejimler diğerlerine nazaran daha iyiler

n TDF/FTC/EFV vs ABC/3TC/DTG

– EFV grubu: CD4/CD8 yüksek

n Maraviroc

– İntestinal düzelme ile ilişkili, 

– EFV vs MVC è EFV daha iyi

Serrano-Villar S etal 2017 Different impact of raltegravir versus efavirenz on CD4/CD8 ratio recovery in HIV-
infected patients J Antimicrob Chemother
De Salvador-Guillouët F etal et al 2015 Antiretroviral regimens and CD4/CD8 ratio normalization in HIV-
infected patients during the initial year of treatment: a cohort study PLoS One
Tincati, C etal 2020 Do Combination Antiretroviral Therapy Regimens for HIV Infection Feature Diverse T-
Cell Phenotypes and Inflammatory Profiles? Open Forum Infectious Diseases



bPI/3TC vs bPI/NRTI/NRTI

Figueroa MI etal 2021 The effect of protease inhibitor-based dual antiretroviral regimens on 
CD4/CD8 ratio during the first year of therapy in ART-naïve patients with HIV-infection HIV Med

23



Hangi ART?

Şahin EA etal 2021 Changes in inflammation scores among people living with HIV (PLWH) under different
antiretroviral treatment (ART) regimes IAS2021



Bir olgu, HCV ko-enfekte

25Tincati C etal 2018 Is weak CD4+ gain in the course of suppressive combination antiretroviral therapy for HIV 
infection a current clinical challenge? A case report and brief review of the literature. BMC Infect Dis



Peki o zaman ne yapalım?

n Daha yakın takip

n Kardiyovasküler hastalık riski için dikkat!

n İlaç değiştirmek, ilaç eklemek gereksiz

n Koenfeksiyon varsa etkin tedavi

n Madde kullanımı açısından danışmanlık

n Ileride özel immün modülatör tedaviler gündeme gelebilir

26


