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ANTIRETROVIRAL TEDAVI (ART) HEDEFI

» HIV tedavisinde primer hedef azami ve kalici viral baskilamayi saglayip immunolojik
derlenmeyi basarmak

» Virolojik hedef = viral yukU saptama esiginin alfina indirip orada tutmak
» alt saptama esigi (lower limit of detection)= 20 - 75 kopya/mL

» "kesinlesmis (conclusive)” olmasa da bu duzeyde tutuldugunda ilaca direncli mutant
secilmesi beklenmiyor_Kieffer TL et al. 2004

» =2 anti-refroviral ilag sinifindan 22, tercihen 3 tam aktif ilacla

» (ABC/3TC veya TAF/FTC veya TDF/FTC) + (INSTI veya NNRTI veya guclendiriimis Pl)
» 3TC + DTG

Clinical INFO HIV.gov, 12-2019



0 National HIV Curriculum

Antiretroviral Therapy
hitps://www.hiv.uw.edu/

Virolojik baskilama (suppression)
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Virolojik kacis (relbbound)
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Eksik virolojik yanit
(Incomplete virologic response)
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Virolojik sicrama (blip)
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DUSUk duzey viremi
(low-level viremiq)
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Patient Patient 3

B R

Lab Report:
HIV-1 RNA not detected

Lab Report:
HIV-1 RNA was detected
but below the assay’s limit of
quantitation (40 copies/mL)
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Lab Report:
HIV-1 RNA 55 copies/mL

Figure 8 - Detectable HIV RNA Beiow the Limit of Quantification

As shown in the sample from patent 2, in some individuals with H'V infection, HIV ®NA is detectable i 2 plasma sample but the amount of HIV RNA is <o low (bass than 40 copies/mL) that the
aboratory 3assay cannat accurately guantitate the HIV BNA level. in this situation, the laboratory epaort typically states HIV-1 RNA was detectec in this sample but belows the assay's limit of
guantitation. This contrasts with the samgie from patient 1 that corresponds with a quantitative HIV-7 RNA level since (L Is abeve 40 coples/mL. For the sample from patient 3, the HIV RNA level
s extremely low and would not be cetected on most stancard commerscial assays




ART basarisizlik nedenleri

Sosyal / kisisel nedenler

Zayif etkinlik Rejime bagl
l Toksisite
|

Yanlis doz
Konak genetigi
ZayIf emilim '
llac PK B

llac altinda viral replikasyon »g

'
Direncli virus  ---

llac etkilesimleri

Direncli virus bulasi

AETC National Resource Center.



Error rate: 1 misincorporation in every Nucleotides (human)
5,000-7,000 nucleotides polymerized

avona S TE T LT LT

HIV RNA

HIV Reverse Transcriptase




Recent trends in HIV-1 drug resistance
Janet D Siliciano’ and Robert F Siliciano'"*

Current Opinion in Virology 2013, 3:487-494
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Entry Reverse Integration Viral gene expression
transcription Translation
Chemokine  NRTIs INSTIs Assembly
receptor NNRTIs Budding
antagonists y , , . !
Because resistance mutations arise during reverse
Fusion transcription in newly infected cells, the evolution of
inhibitors resistance can in principle be arrested if new infection

events are blocked by ART.”

Antiretroviral therapy for HIV-1 infection. The steps in the life cycle blocked by different classes of antiretroviral drugs are indicated. Current ART
regimens consist of two NRTIs and either an NNRTI, a PI, or an InSTL. Inhibitors of HIV-1 entry, chemokine receptor antagonists and fusion inhibitors,
can also be used. Note that all current antiretroviral drugs act to prevent new cells from becoming infected. They do not block the production of virus
particles by a call that already camies an integrated provinis: T he Pls prevent virus particles from maturing to an infectious form. Immature virus
particles show defects at multiple downstream steps in the virus life cycle (dotted lines), including entry, reverse transcription, and integration. See text
for references.




Dusuk dUzey viremi heye bagle
Viral replikasyon mu, proviral ekspresyon mu ya da ikisi de mie
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W O o] * Beaeed [
Viral replikasyon \(:’ it ] eamonen 5 Proviral ekspresyon
« yeni enfekte hicre RN/ ; « mevcut rezervden

Uretilen virus

* proviral genomu
hUcrenin RNA
polimeraz eksprese

* yeni proviral
genom iceren
hUcre olusumu

« RT calisiyor mu?

« RT calisiyorsa ilaca ; =5 ettiginden
direncli mutant % " mutasyon olasiligl
gelistirme olasilgl cok dUsuk
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Virolojik Basarisiziik (VF)

Clinical Info HIV.gov (12-2019)

» Sicramalar (blip) genelde VF'yi ongordurmez_Nettles RE et al. 2005

» Alt saptama esigi ile <200 c/mL arasi degerlerin dngdrdUruculugu tartismal

» <200 c/mL ile <50 c¢/mL arasinda ongorduruculUk acisindan fark yok_Ribaudo H
et al. CROI 2009

» >200 c/mL 50-199 c/mL’'ye gore VF'yi ongordurur_ ATCC et al. 2015, Boillat-Blanco
N etal 2014

» <200 c/mL ilac direncinin secilmesine zemin saglar ve VF'yi dngordurur_Eron JJ et
al. 2013, Laprise C et al. 2013, Taiwo B et al. 2010

» 2200 c/mL’'de sebat eden degerler siklikla viral evrim ve ilac direnci ile iliskili
mutasyonlarin birikmesi ile iliskilidir_Aleman S ef al. 2002

» Ozellikle >500 c/mL dUzeyinde_Karlsson AC et al. 2004



EACS Guidelines 2020

Virological Failure

Definition

» |INCOMPLETE SUPPRESSION: HIV-VL = 200 copies/mL at & manths!! after starting therapy in PLWH not previously an ART
¢« REBOUND: confirmed HIV-YL = 50 copigs/mL in PLWH with previously undeteclable HIY-YL

Management of virological failure (VF)
If HW-\L = 50 and = 200 copies/mL:

o Chwck for adherence
o Check HNV-YL T 1o Z morths [atert!
= If genotype nat possihle consider changing regimen based on past treatment and resistance history

If HIW-\L confirmed = 200 copies/mL:

Changs regimen as soon as possibie, What to change will depend onthe resistance testing results

If no rasistance rmutations found; recheck for adherence, perform TR

It resistance mutations found: switch to a suppressive regimen bazed on dreg history, mulkidisciplinary expert discussion advised
Goal of new regirnen: HIV-YL = 50 copies/mL wilhin & monihs

In PLWH with wery high baseling HIV-VL [=100,000-500,000 copies/mL), achieving viral suapression may take langer than 6 months
(1, Inthe absence of resistance and in persens fully adherent to treatment, consider non-suppressibkle viremila due 1o ceflular proliferation |17]

17. Haleas EE; doseph K| Brandt L et al, Monauppressible virsmia on ART fram large c2ll glones canying imtact prodrrusss. GROE200%, Oral ahstract 23

EACS
European
AIDS
Clinical
Society




Fig 1. Treatment monitoring algorithm ..-:';,i.:_ orld Health
RS rganization

Routine viral load monitoring
for early detection of traatment failure:
obtain and review result by 6 months

UPDATED RECOMMENDATIONS ON

HIV PREVENTION, INFANT
DIAGNOSIS, ANTIRETROVIRAL

after ART initiation, 12 months after
ART initiation and yearly thereafter

1 on NHRTI-based INITIATION AND MONITORING

Undetectahle ¥iral load =50 to Yiral load =1000 regimen, switch to
(=50 copies/ml)

=1000 copies/m| copies/ml appropriate
Maintain ARV drug Pravide enhanced adherence counselling;

regimen®* MARCH 202]—

Undetectable viral load =50 to Yiral load =1000 Adherence counselling should be provided at all visits to ensure that viral suppression
is maintained or given priority throughout care

(=50 copies/ml) =1000 copies/m| copies/ml

a. Swntch after a single elevatec vira! load should be consideren If treatment experience 15 Hkely

b. A secead viral load may be considersd belore regimen switch IFDTG-bassd regimens dre unavailable ard the
resulis of a viral load test can be returned and actad on rapidiy.

¢, Concuct sume-diy lesting using point-of-care viral foad testing lor a repeat viral lasd test, where aeailalidbe,

Maintain ARY dmg Maintain ARY ﬂmg rEEiIIIE n, but Switch to to expedite tha return of results. If not avallable, viral load ;pecm‘ ens and results for a repeat viral load
. . R \ should be given p writy across the lahoratery referral process lincliding specimen collection, testing and
regimen cantinue enhanced adherence appropriate regimen retum of results). See subsection 3.2
coun Sﬂ“inE and re i gat viral d. Conseler therapy switen foe those meceiving NNRT-based regimens and based an clinical considerations and

no adherence concerms.

|oad testing after 3 months




Virolojik basarisizliga genel yaklasim

» Yaklasim bireysellestiriimel
» ART gecmisi
» ilag direnci (gUncel ve arsiv)
» virolojik basarisizlik suresi

» plazma viremi dizeyi
» llk yapilacak virolojik basarisizigr dogrulamak!
» Uyumu sorgula ve gider
» llac-ilac ve ilac-besin etkilesimlerini sorgula, irdele, gider

Clinical INFO HIV.gov, 12-2019



HIV-RNA
> alt saptama esigi - <200 kopya/mL

DUsUk dUzey viremi
Bu dUzeylerde seyreden virus yukU genelde ilac degisikligi gerektirmez

llac direnci gelisme olasiligr dUsUk

Y. .V V

Mevcut ART kombinasyonu ile devam et
» <3 ayda bir viral yuk bak

» Direnc testi bu dUzeyde genelde calismaz

» DNA genotiplendirme

Clinical INFO HIV.gov, 12-2019



Clinical Infectious Diseases
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MAJOR ARTICLE

O PO

Persistent Low-level Viremia While on Antiretroviral

Therapy Is an Independent Risk Factor for Virologic
Failure

Christie Joya,'” Seung Hyun Won,'” Christina Schofield,"* Tahaniyat Lalani,"*” Ryan C. Maves,'® Karl Kronmann,'” Robert Deiss,’ Jason Okulicz,"’
Brian K. Agan,’” and Anuradha Ganesan'**

'Infectious Disease Clinical Research Program, Department of Preventive Medicine and Biostatistics, Uniformed Services University of the Health Sciences, “Division of Infectious Diseases, Walter
Reed Mational Military Medical Center, and The Henry M. Jackson Foundation for the Advancement of Military Medicine, Inc., Bethesda, Maryland; ‘Division of Infectious Diseases, Madigan
Army Medical Canter, Tacoma, Washington; “Division of Infectious Diseases, Naval Medical Center Portsmouth, Virginia, ®Division of Infectious Diseases, Naval Medical Center San Uiego,
California; and “Infectious Disease Service, San Antonio Military Medical Center, Texas

CID 2019:69 (15 December)




NHS enrollees from 1511986 to 1712016

MN=3.976
[ Started on ART after 1996 J HIV-positive Department of Defense beneficiaries
n—23,354
En az 2 kez viral yUk <50 ¢/mL

!

Virolojik basarisizlik:

Have 2 V1.5 measured 6 months after TGYIT edllm|§ viral YUk >200 C/mL veya
herhangi bir >1000 c/mL

slarling ART while on ART

n=2,005
Excluded: VF prior Lo measurement with 4 birbirini C!|§|Cly0ﬂ grup .
- LLoD of =50 ¢/mL * hLV: high-level viremia
=399 200-1000 c/mL
‘  LLV: low-level viremia
Study population 50-199 c/mL
n=2,006 * intermittent: dlcUmlerin <%25'inde
« persistent: geri kalan, 2%25

¥ 7 | ¥ } « CS: continuously suppressed

hLV AR iLLY Cs
n—342 =130 n=374 n=1 09}




Tahle 2. Categorization of Subjects by Virologic Status

Total Virologic Failure Mo Virologic Failure

(N = 20086} . (n=1623) Pvalue
LV m(9%) d92 (19.5) 32 (47 5] 210 012.9) <. 0001
pLLIA, m (%) 160 {7h) B 136 a8 (6.0) < D00
ILLA b (%) 3 1E.a) 22 (5.7 252 121.7) = D00

CS, n (%) 1090 (54.3) 127 (33.2] 063 (50.3) < D001




Table 4. Factors Associated With Virelogic Failure

Unadjusted HR

Adjusted HR

Risk Factor HR (95% Cl} PValue HR (95% CI) PValue
LV {Ref. C5)

hiw .08 (2.42-3.93) <, (00N 2.291{1.78-2.96) <. 0001

pLLV 3.88 (2.74-5 52) <0001 3.46 {2.42-4.93) <. 0001

ILLY 0.34 ((22-54) =, 0007 0.33{.21-52) <0001
hlale 1.01 (.67-1.53) 96 1.18 (.78-1.80) 43
Race (Ref. whitel

Black 131 (1.05-1.65) 2 1.33 {1.06-1.68) 02

Hispanic/Other .81 (.57-1.15} 24 1.03{.72-1.47) 87
Age at ART initiation? (per 10 year increasa) (.88 (. 78-1.00} 04 0./0 {81-82) = (007
Log viral load at ART initiation {copies/mL) (per log increasa) (.95 {.85-1.05) 21 1.15 (1.02-1.30] 02
Antiretroviral use prior to ART 2.64 (2.12-3.27) <.00M 1.79{1.34-2 38) < 0007
lirme from HIV diagnosis to ART initiation {per year increase) 1.05 (1.03-1.07} <. 0007 1.02 {1.00-1.06) 6
CD4 caunts® {per 100 cells/ul increass) 0.94 {.90-.98) .00z 0.97 {.93-1.01} 14
ART regimen® (Ref. Unboostaed Pl

Boosted Pl 070 (. 50-1.00} 05 0.86 {.6/-1.37) B1

IMNST 0016 1.08-.31) =, (007 0.26 1.13-53] <, (01

MMNRTI 0.45 (. 35-68) <, 000 0.68 {.51-.90) 007

Other combinations 0.95% (63-1.34) v 118 [.83-1.66) 36




Sonuc ve Tartismao

» 50-199 k/mL arasi sebat eden viral yuk virolojik basarnsizlikla iliskili
» bu durum saptandiginda ilag¢ uyumu, farmakokinetik etkilesimler degerlendiriimeli

» 200-999 k/mL arasi tek deger bile virolojik basarisizlikla iliskili

» Arada sirada olan 50-199 k/mL arasi viral yuk ise koruyucu
» cogu blip (sicramal)
» viral yUk testi daha sik yapilmis
» saglk bakimiile temas daha sik oldugundan uyumsuzluk giderilmis olabilir

» "engagement and retention”

» immunolojik fayda

» Bu calismada ilac uyumu degerlendirmeye katiimamis!



Www. medscapea.com

COMMENTARY

Low-Level Viremia in HIV: When Should We Wor

Paul E. Sax, MD
March 11, 2020

» 50-200 k/mL arasi viral yOkun virolojik basarisizlikla iliskili oldugunu
gosteren ve gostermeyen calismalar var

» Ara sira olan LLV (yani blip) VF'yi ongordurmuyor

» Sebat eden LLV-> VFicin OR 3.46
» dusUk ilac duzeyi¢ ilac uyumu, farmakokinetik etkilesim

» Ancak
» 100% ilac uyumu olup bir 10rl0 LLV'sini dUzeltemedigimiz hastalar?
» Dolayisiyla 2 grup LLV'li hasta; uyum sorunu olan ve olmayan

» Uyum sorunu olmayan grup
» cok yuksek rezerv ve zaman zaman cogalmayan virds salinimie
» bu grup nasil ydnetiimeliz 2 uyumu hallet ve yUksek genetik bariyerli rejim kullan!



Persistent HIV-1 Viremia on

Antiretroviral Therapy: Measurement
and Mechanisms

Jana L. Jacobs*, Elias K. Halvas, Melissa A. Tosiano and John W. Mellors

Division of Infectious Diseases, Department of Medicine, University of Pitisburgh School of Medicine, Pittsburgh, FA,
United States

MINI REVIEW

published: 15 October 2019
doi: 10.3389/fmicb.2019.02383




Viral Replication vs. Cellular Proliferation

Different

Integration
Productive Cycles Sites and HIV
of Viral Replication Sequences

[ () g | ()] ()] | (] S2me
= - ! PN Y ! Integration
7 ( oy — - \\__.// — \\k\_—:’:} ___ Sites and
Proliferation \ \v/} J,II - — /,ﬁ Identical HIV
(Proviral Expression g /f//ﬂ\.‘- Kf“\\ : /’H“\R L P Sequences =

-] — | CLONE
withaut Viral Replication) t __3/ —- [\ H,ER,___FJ)/'II \}y.-

Proviral Expression

Cellular

FIGURE 1 | Diffarartiating Viral Beplication From Clonal Fxpansion wth Provikal Frprassion as the Source of Parsistant Viremia on ART, Integration site and HW
soouoncs analyses can boe used Lo assess tha ongin ol cooviral expansion anddoo viremia, Prodocbve cyeles of viral replicabon resull in coth genslic helorogenaily
due to arrors introduced by reverse transoriptase, and variation in the chromosormal integration site of the RV provirus, Conversely, clonal expansion results in
identical chromosomal HV integration sites in cell progeny, identical proviral sequences, and identical vral sequences from the subsat of cel in the clors that
produca drus, Ses texd tor more detalls,




The Journal of Clinical Investigation CLINICAL MEDICINE

HIV-1 viremia not suppressible by antiretroviral
therapy can originate from large T cell clones producing
infectious virus

Elias K. Halvas,' Kevin W. Joseph,’ Leah D. Brandt,’ Shuang Guo,” Michele D. Sobolewski,' Jana L. |acobs,’
Camille Tumiotto,’ John K. Bui,? joshua C. Cylktor,” Brandon F. Keele,* Gene D. Morse,* Michael |. Bale,* Wei Shao,’
Mary F. Kearney,® John M. Coffin,? Jason W. Rausch,? Xiaolin Wu,? Stephen H. Hughes,® and John W. Mellors’

'Department of Medicine, University of Pittsbureh, Pittsburgh, Pennsyhania. USA. “Leidos Biomedical Research. Inc., Frederick, Maryland, USA, *New York-Presbyterian Hospital /Weill Comell Medical
Center, Waill Department of Medicine, New York, New York, USA. *AIDS and Cancer Virus Program, Frederick National Laboratory for Cancer Research, Frederick, Maryland, USA. *NYS Center of Excellence

in Bininformatics and Life Sciences, Translational Pharmacology Research Core, University at Buffalo, Buffalo, Mew York, USA. *HIV Dynamics and Replication Program, Mational Cancer Institute, Frederick,
Maryland, US4, “Advanced Biomedical Computing Seience, Frederick National Laboratory for Cancer Research (FNLCR), Frederick, Maryland, USA. Department of Molecular Bialogy and Microbialogy, Tufts

University, Boston, Massachusetts, USA, *Basic Research Laboratory, Center for Cancer Research, Mational Cancer Institute, Frederick, Maryland, LISA,

J Clin Invest. 2020:130(11):5847-5857.




Table 2. Immunologic and virologic characteristics of donors referred for nonsuppressible viremia

Donor 1D Pre-ART Madir Current Plasma HIV-1 RNA HIV-1 DNA Cell-Associated IUPM"
Plasma HIV-1 RNA CD4' T Cells CD4* T Cells at Referral (cps/10° PBM(s)® HIV-1RNA
(cps/mL) (cells/mm?) (cellsfmm’) (cps/mL)* (cps/10° PBMCs)°®
R-09 97,000 105 380 197 1,633 139 18.1
C-03 16,700,000 10 416 52 2,505 1,162 14
C-02 30,375 286 1,022 184 373 29 01
F-07 117,068 314 1,023 52 1,603 112 3.8
K-01 147189 133 L34 b8 1,483 74 0.6
P-08 604,000 172 444 106 1,056 382 0.4
T-05 197826 299 1105 113 650 109 04
A-06 1,877.100 251 831 43 1,825 E30 0.2
Median 172,506 2 (82 87 1,458 261 0.5

MPlasma HIV-1 RNA copies/mL at time of referral determined by FOA-approved Roche CAP/CTM v2.0 or Abbott M2000 platforms. *HIV-1 DN A and cell-

associated RNA copies/million peripheral blood mononuclear cells (PMBCs) measured by quantitative polymerase chain reaction (22). HInfectious units per
millian (IUPM) total CO4~ T cells by quantitative viral outgrowth assay (qV0A) (23, 24).

Years of detectable viremia= median 4.1 (range 1.3 - 5.2)




Table 3. Single-genome sequence matches between plasma HIV-1 RNA, proviruses, and viral outgrowth cultures

Donor 1D Identical Proviral Sequences qVDA p24* Wells Proviral Sequences

Plasma HIV-1 Matching Dominant with Matching Sequences Matching Dominant
RNA Sequences’ Plasma HIV-1 RNA Sequences in Plasma 0VOA HIV-1 RNA Sequences
(% matching)® HIV-1 RNACP (% matching)t

R-09 50.0% 10.7% 100% (10/10) 10.7%

[-03 63.3% 29% B66.7% (2/3) 2.9%

(-02 90.7% 7.5% 100% (3/3) 7.5%

F-07 £3.8% 0.3% 0% (0/4) 3.0%

K-071 37.5% 3.9% 0% (0/4) <3.9%

P-08 100% 8.0% 0% (0/3) <8.0%

T-05 76.7% <0.7% 0% (0/3) <0.7%

A-06 48.4% <0.7% 0% (0/2) <0.7%

“Percentage of all HIV-1 RNA single-genome sequences from plasma (1.3 kb of gog-pro-pol) that are identical or differ by 1to 2 bases from the group of
identical sequences. fldentical proviruses (single-genome sequences) in PBMCs that match HIV-1 RMA sequences from plasma (1.3 kb of gag-pro-pol).
"Quantitative viral outgrowth (gV0A) HIV-1 RNA single-genome sequences (1.3 kb of gag-pro-pol). "Percentage and number of gag p24 antigen-positive
(p24) qVOA wells with identical sequences that match plasma HIV-1RNA sequences (1.3 kb of gag-pro-pol). "Percentage of total proviral HIV-1 DNA single-
genome sequences that match identical gVOA HIV-1 RNA single-genome sequences (1.3 kb of gog-pro-pol). Bold indicates that the proviruses in clonally
expanded cells are intact (replication-competent) and either contribute to persistent infectious viremia (C-02, C-03, R-09) or can be induced ex vivo (F-07)
to produce infectious virus (gVOA).




Sonuc

» 8 hastanin her birinin plazmasindaki HIV-1 genomik RNA'nin dizisi birbirinin ayni
» Ayniligi zamanla degismiyor ve direnc gelistirmiyor

» 4 hastada plazmadaki dizi ile virts koltorondeki dizi ayni yani cogalabilen
(replication-competent) virus

» Klonlarnn (replicone) bUyUklugu 50 — 350 milyon hUcre
enfekte hicrelerin %0.03 - %1.1

» Baskilanamayan virUs enfeksiyoz olabilir ve ART kesildiginde viral geri tepmeye
neden olur

» Replicone’larin yok edilmesi veya kontrol edilmesi icin yeni yol bulunmalil

» Bu durum ART degistirerek veya kuvvetlendirerek giderilemiyor



The Journal of Clinical Investigation COMMENTARY

Nonsuppressible HIV-1 viremia: a reflection of how the
reservoir persists

Janet D. Siliciano’ and Robert F. Siliciano™

‘Department of Meditine, |ohns Hopkins University School of Medicine, Baltimore, Maryland, USA. *Howard Hughes Medical Institute, Baltimore, Maryland, USA.

J Clin Invest. 2020;130(11):5665-5667.
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(2) Interestingly, although ART suppresses
1000+ Nonsuppressible
viremia
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Plasma HIV-1 RNA
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eopies/mi {13, 1410 The residual viremia
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reservoir

This viremia cannot be suppressed
by ART, which continues to block
new infection of susceptible cells

Figure 1. Nonsuppressible viremia can result from large clones of infected cells. (A) Plasma virus b‘f” n;)’rdvirus”releose from previously
infected cells.




RESEARCH ARTICLE

Switch to second-line versus continued first-
line antiretroviral therapy for patients with
low-level HIV-1 viremia: An open-label
randomized controlled trial in Lesotho

Alain Amstutz %3, Bienvenu Lengo Nsakala®, Fiona Vanobberghen ',

Josephine Muhairwe 4, Tracy Renée Glass', Tilo Namane®, Tlali Mpholo®,
Manuel Battegay®®, Thomas Klimkait’, Niklaus Daniel Labhardt,'23*

1 Swiss Tropical and Public Health Institute, Basel, Switzerland, 2 University of Basel, Basel, Switzerland,
3 Department of Infectious Diseases and Hospital Epidemiology, University Hospital Basel, Basel,
Switzerland, 4 SolidarMed, Partnerships for Health, Maseru, Lesotho, 5 Motebang Government Hospital,
Leribe, Lesotho, 6 Senkatana HIV Clinic, Maseru, Lesotho, 7 Molecular Virclogy, Department of
Biomedicine, University of Basel, Basel, Switzerland

PLOS Medicine | https://doi.org/10.1371/journal.pmed.1003325 September 16, 2020




Switch to Second-Line ART Among Individuals With Sustained

Low-Level HIV-1 Viremia

SESOTHO Study - Multicentre, Open-Label Randomised Controlled Trial [NCT03088241)

Switch Group Control Group
(N=4D)

80

individuals on 1st line ART containing CONTINUE
non-nucleoside reverse transcriptase inhibitor IST
and two consecutive viral loads =100 copies/mL, ’ LINE
with the second viral load between 100-999

copies/mL despite good adherence

Viral Suppression Below 55% 25%
50 Copies/mL at 36 Weeks (2240} (i0/4c)

(Adjusied Difference 295 5% O 8505, 2200095

These results recommend switch to 2nd line ART for people with sustained viremia = 100 copies/mL.

Amatulz & et 1. 10.137)jeurna! pened 1003325 (2020) AlLImages desmn aodd desgned ty A, Cal (2020)

Table 1. Clinical and bismedical baseline characteristics of trial participants,

Conlrol group Switch Eroup Todal (n = &)

| {n = 40) | (rr = 4]
HIV VL. cophes/mL 391 (190-638) [ 113-990| 300 {125-679) [ 102-950)
HIV VL 1000=59% copiesiml |29 (73%) 27 (AR | 56 (70%)

HT (170-648) [102-990]

24 (30

HIV VL 600999 copies/mL | E1{28%)
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ART'nin raltegravir ile guclendiriimesi
dusuk duzey viremiyl azaltmadi
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Figure 3. No reduction in low-level residual viremia after raltegravir intensification.




Dusuk Duzey Viremi: Anlami, Yonefimi
O/ET

» DUsuUk duzey viremi

» ART ile <50 kopya/mL duzeyine indirdikten sonra virus yukunun 50-200
kopya/mL arasinda sebat etmesi

» llac uyumu, ilac-ilacg, ilac-besin problemlerini irdele ve gider
» Direnc testi (hucresel HIV-1 DNA)

» Terapotik ilac duzeyi

» YUksek genetik bariyerli rejime gec

» Eger kandaki ilac dUzeyi yeterli ise bu durum viral
replikasyondan daha cok proviral ekspresyonu gosterir ve ART
degistirmenin ya da kuvvetlendirmenin faydasi olmaz
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